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TO* 



[ft 9 ] ffifttf* j v u-±)vffi&T*&z>m&m 7 mmammm. 

[Sf#«l l] ifitttft: hMfbStife=b©T?fe«^#^7g3«©?&*m. 

12] fcl h3tffc#23-57-137-lJfi#7?&S!t## 1 

i ga«© 

i~i2 ©v^na* i #»cai*©f&#S!i. 
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#5p 11-192270 
[0 0 0 1] 

^^m\tm^^B^JV^>m^^^ ^ (Parathyroid hor.one related prot 
ein (PTBrP) ) ©^tO^&PIftStlf $:^M^il LT^tS 

[0 0 0 2] 

[«e*©i£ffi] 

hhm (m&mmnw&Mjsjusy&fiLm <Dm®rm&T*i$. mwi - ^-^mm 
it. xfrisb-ymm (4o~8o^> zm*2mffi&x&m&?z> 0 

[0 0 0 3] 
[0 0 0 4] 

• 5M^£T'3~4B£^t-£M*&f£T*&&o 

• ]&WHrP2g,K<Z)i^m# (l2p«oi/LJM±) T &W52rt4#<6 < , 30HICOf#fcSB# 
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[0 0 0 5] 



[0 0 0 6] 

[0 0 0 7] 
[ftS 5: "T & «> © 
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U-j-KtfLfoX'&Zo Mx-ltt hQitXl** itZ tilths 9 U-±fl'irLft. 
SE^m^ilbTtt. t hM<b#23-57-137-im<*:^Plf S^iC. IKjgJS 

[0 0 0 8] 

■r. 

[0 0 0 9] 

o 
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4# ¥ 11—19227 



[0 0 10] 



*$tmtt.. SI¥^iS^;i/ i E>K3t / <^ K (Parathyroid hor«one related pr 
otein:PTHrP) fc-£<Z>gg# (PTHrP^§^) £CD*£l§}-£|S&«-t S^fCfc^ffc 

*W«B*»t»7? rpTHrPg^Eftj £bTtt, MxJ£#*¥6-506598-3^#glCf3« 
$tlTV^SPTHrPi:^-rs^^#lfP>tl, «»sir± 

[0011] 

# rPTHrPi:PTHrPg^#i:CD#g-^S:|fiWrS««J tit. PTHrPfC*££-T 

£Zli:lC<t:»K PTHrP^PTHrPS«#i:^-rs-i:S:|fiWrS*« (M^tf^PT 
HrPffiflO , ^J:tJfPTHrPg^JC^-r*^fc»CJ:»;, PTHrPtfPTHrPggsft; 

(Mx.liPTHrPg^tC*f-rST>^^-^ h (PTHrP 
Ty*3— x h^feVN?) , ^#»JcttPTHrP^^ K©4>&< o©7^ 
^^Lfe^O^PTHrP/^^K^aP^BB^JjQi^S:*!^) <D^?tlfr 

[0 0 12] 

JfiPTHrP^tt*: ITU ^athSftm tlhmtt (W096/33735#&$6) 
^ Xte**^Jfi# (^^¥4-228089#^#) fcif©ffi#©«*\ A^'J F"Vi2 
3-57-137-l{CJ:oTjg^S4xStrt# (#23-57-137-1^) & <d*i£ 0 & 

UV*. PTHrPT># htbtlt /ff U KXfcM£#^fc 

tfe>*l£#, Cltl^lClg^SftStjtfDTtefcV*. MS-tfPTHrPlC** LTfg#tl#lCP 
THrP^^lC^i-S^lMi: IT, 4#Hg¥7-1657903£:#. $£^¥5-509098-34* 
fgXttPep tides (UNITED STATES) 1995, 16 (6) 1031-1037, Biochemistry (UNI 
TED STATES) Apr. 281992, 31 (16) 4026-4033iC|H«<Z)PTHrPy > # df h 

fc<fcfcl«©7S/fifttffcSc, SSI, flAStifcjKU^f FTfeoT 

. |SI^©PTHrPT>^ b?£&$:%-tZ> : b<D : b*3%m<DPTKrPT>$ =f— * h 
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4t¥ 1 1-192270 

rpTHrP£PTHrP^{fc£©^£Pfl«^£#jf|j LT^PTHrP 

[0013] 

1. mPTHrPfctflc 

£-£tfo d^m^ttPTHrPt^-rsZlhlC,}: PTHrP#PTH/PTHrP^ffcjC*§ 

i§r-r * <d & mm l TPTHrp^ i/ y-mfcn zmm u vnir?<D^mm^ & mw 

[0 0 14] 

Z.<D&?&ffift£LT\Z. /\47V K-x^D->#23-57-137-HCj;»Jjg££ 

ti £ #23-57-137-l#t###£ Jf tl Z> . 

A^f^'J F — V# P-> #23-57-137-1 nouse-nouse hybridoaa # 
23-57-137-1 tbT, XlSf < tfrfr* 1 

T@l#3f) ¥f&8^8R 1 5 Hft"e* FERM BP-5631*; IT^X 

[0 0 15] 

2. m^m^^^v k-v 
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ffiftmm <Dmfttn.mil Is T&m 2 hPTHrPfc, Suva, L. J. et al 

Science (1987) 237, 893lC|l§^£ tlfePTHrP^^/T ^ J WM9\*i3&&* 

^*±»*^e>B»©PTHrP^>7^^RS:^©^-e»lS{-r«. 
[0 0 16] 

7£tC, ^(Z)«^PTHrP^>7\-^K$:^f^StM^LTMVA^ 0 &£V^i. PTHrPtf) 

tetfo«^©Sfr#i> vtfx, AAx^r-, fcsv^itf-tf-^ -y- 

[0 0 17] 

-mm^mnvx. mttffimzm%mm<nmi&m*r^*&Tiz&M-tz>z.iiizj: 

Vnt>tl2>o Jlttfi&lCtt, JS«Mft*C&PBS (Phosphate-Buffered Saline) ^£3S 

A$fc***cias*fc*fk mmi,t~ : b<DZffiw.iz£<>)mig<DTi?3LAy k m*. 
«7D>f>h^7^>h&M^u suttfe, m%mm ic 4-21 r 

[0 0 18] 

f&iaA«£lHllSi:lK^S4x«<fi^©a«Wifi4:bT, ui?Lifr^©^ xa-vaMfc 
ffl^So ZOD^^lD-vMSStt, ^©a^©«Iija«c, 05;Ui> P3 (P3x63Ag8.6 
53) (J. iMnol. (1979) 123, 1548-1550) , P3x63Ag8U.l (Current Topics in 
Microbiology and I««unology (1978) 81, 1-7) , NS-1 (Kohler. G. and Mils 
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1 1-192270 

tein, C. Eur. J. Immunol. (1976) 6, 511-519) , MPC-11 (Margulies. D. H.e 
t al., Cell (1976) 8, 405-415) , SP2/0 (Shulman, M. et al., Nature (1978 
) 276, 269-270) , F0 (de St. Groth, S. F. et al., J. Immunol. Methods ( 
1980) 35, 1-21) , S194 (Trowbridge, I. S. J. Exp. Med. (1978) 148, 313-3 
23) , R210 (Galfre, G. et al., Nature (1979) 277, 131-133) ^jWjgtCflg 

[0 0 19] 

^ yvJ.^T-i yb<Dj5& (Kohler. G. andMilstein, C., Methods Enzymol 
. (1981) 73 , 3-46) ^izm CT=ff O Z\ £ £ . 

(peg) , -fe>^f (hvj) igtf&mzn. ^.izffimiz&vMianmz-ns 

1640^*^, HEmmu. z&b. zLomomm^^M^^ti^mnom^WL 
tf&m-psmT'&v. £*>fc itmifcifcm (fcs) ^(Dstrnwrn^mm-r^^n^ 

[0 0 2 0] 

^^37TC^(CMb^PEG^^ (M;U£¥^#^*1000-6000^g) £ 

itS3o-6o% (w/v) (omm-vmuav. m^zz-inzz-DTSMii'tzM^mm 

[0 0 2 1] 
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#5p 11-19 2 2 

srfcjcfeyaitKstis. ±mMv%mwLx<Di®m\z. ustte/w^JK- 

U> 7^3* &in vitro-ePTHrPldSf^U, tffls U & h m&<D&J\&mi& fe 

(#£:^l-59878-^fg#J80 . $e>ic, t Mnftl^© 

L T mPTHrPm^^^MflS 5: h , 3*1 £ *5Efb $ it fcSfflflS^ £ PTHrPlc*f ^ & 
t: hmffcfclfc^bTfcJ:^ (ffl|^^W##W0 94/25585 -Sf^fg. WO 93/12227 # 
WO 92/03918 WO 94/02602 = 

[0 0 2 2] 

[0 0 2 3] 

3. mmx-mmi* 

^S^?:M^T^^$i±fe^AM© : fo©$:ffiV^Sr hftX&Z (^iH Vand 
aM«e, A. M. et al., Eur. J. Biochea. (1990) 192, 767-775, 1990#flg) . 
AtttfHCfcfc, #tPTHrP$Jfc#3:jg£-r S/W K-V^£, #tPTHrPm#<Z> «T£! 
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i 1-192270 



(V) fgJgc&n- K-rS"RNA&#JSt-rS. »RNA(D#gttt, ^*ntf>#}£, 
JffZLVy 3£3&'i>iS (Chirgwin, J. M. et al., Biochemistry (1979) 18, 5294 
-5299) , AGPC& (Chomczynski, P.et al., Anal. Biochen. (1987) 162, 156-1 
59) »J*foT±RNA&iSSgU »RNA Purification Kit (Pharmaciagi) ^ 

It g 65©»RNA$:ii^-r^> 0 QuickPrep «RNA Purification Kit ( 

Pharmaciajg) fcffi V^S 3 H iC J: >J amfeiHgllfi-r S 31 ^ 
[0 0 24] 

m e> *i -RNAfr e> &m??&m z m v * x m& vm^ ©cdna £ -r & . cdna©^ 

AMV Reverse Transcriptase First-strand cDNA Synthesis Kit (£ffc^ 
XHftJg) *$&J8V^TfT-5. cDNAtf)-£j&fc J: *t"l>I ? IC«, 5'-A«pli 

FINDER RACE Kit (Clontechgg) 33 <fctfPCR£J8 V\fc5* -RACE& (Frohman, M. A. 

et al., Proc. Natl. Acad. Sci. USA (1988) 85, 8998-9002, Belyavsky, A. 
et al., Nucleic Acids Res. (1989) 17, 2919-2932) ^ Z> Z. H #T*£ 

»e,4xfcpcRjgife*>e»e»^-r-&DNAWr^s:»iSL. soz-mkumm-t*. 

[0 0 2 5] 

Bfi5i:-rsfiLPTflrPfS#0V««S:3- *DNAS:#fc©^ m?:, ^1© 
jfiftJtSfC^ (C«) £=t- K^*DNA&^«$S3l'<**--^»#& , &. 

*«11?«fflSft5 fctPTHrP^fl; £ fgJg-T & tC li, Jiiftie? £ ft3MHfMB* 
, Will x>a>-9— , :/n^-#-c2ffcfJ^<7)t>£T*3§3i-t£ J:?!^^* 
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11-19 2 2 



ItT*)*.^ (WO 94/11523 #£^#M) = 
[0 0 2 6] 

9 IC, MlttfVl'^VS: h^^X^ain y W3fizmmLTi>&^ (Ebert, K.M. et 
al., Bio/Technology (1994) 12, 699-702) D 

[0 0 2 7] 
4. &mji& 

Mit (Humanized) KHt^^ttS 0 d*l £ ©efc^JfifttiU JSAT£>:£& £ M 
[0 0 2 8] 

bM-ftm^^ H«£f£ (reshaped) M btflftt&ffiZtl* d*U*. 
<Z)"tlLl&^J, MxtiV^^m^^tBS'ffi^SM^c (CDR; co« P le>entarity deter 
.ining region) £ \L hm^^ffilitt^M^^ttbfe*)©^^ »J , 
Wfcm^*fi&it^*)#£ftTV*.& (^H#ffm^^S#EP 125023^# 
% W0 96/02576 ^£;##fK0 „ 

JJftlftlCtt. T^^m^^CDR^b: Yiiifc<D7 V-2±V-?ffi.m (franework r 
egion;FR) £ fc^f* <fc ? iCtgft L £DNAg2#J CDR&tf FRplf # tf)^3§sMi£ 
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11 — 192270 

y^-f v-t ut/sv^pcr&icj; vmmirz. #e>n^DNAS:t btfc#cm&& 

Lg£$-fr&r£lCj: U t hS!ffcfit#S:ff*ii:^*??S* (EP 2394O0#^#, W 
0 96/02576 #^##0J „ 
[0 0 2 9] 

tt£"7 l/-A>7-^M^c©r ^ ;m*n&VX% £^ (Sato, K.et al., Cancer 
Res. (1993) 53, 851-856) „ 
[0 0 3 0] 

tenmrete. c r i> c r 2, Cr3, cr4£, l^t*»c<c. c^$r^ffi-r 

[0 0 3 1] 

*«Wtc«ffl-e#St hSHfcmtttbTteb: MHt#23-57-137-im###tf £ 
*15 0 H hMfb#23-57-137-lM^tt> V tf X E&*®#23-57-137-im#<Z>*B*i*£& 
L^lCoVATlit h35t#:HSU03868 (GEN-BANK, Deftos fi£>, Scand. J 
. ImuhoI., 39, 95-103, 1994) fif&tf) 3 O <OFR!0r# (FR1, FR2££tfFR3) M 
tflCt: hm^S25755 (NBRF-PDB) fi#tf)FRBT# (FR4) JC&*g Lfc <Z>T*& *K 
H^lCOV^tefcl h}fiftS31679 (NBRF-PDB, Cuisinier AM»b, Eur. J. I amino 1. 
, 23, 110-118, 1993) <D7 is — J* V — 7Wig,£.&1£ls. &LMffi'n?&%i%: : £'t & 
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# 



[0 0 3 2] 

hM^#23-57-137-l«t«:©L«*fcttH«[2:i3- K "T S DNA £ -f 

TfJjftlTB lS3f) {C. ^8^8H15H#T% HiS: 3- F"T SDNAfc^t? 

K&^-f"S^:lB®"^& & Escherichia coli JM109 ( hMBClHcDNA/pUC19 
) ICO^T&FERM BP-5629h It, 3 - F"T £DNA£-g"tf ^=y^ ^ K 

•T€>^:®M"e$) -5 Escherichia coli JM109 ( hMBClLq X /pUC19) JCO &FERM 
BP-5630£LT. y**^* h^»&K:S^S*tl-?tl®IS#ttStlTV%S 0 
[0 0 3 3] 

4) 5. iXfo&Wfy} 

*&mT*mm2ftZ>ffimZ. PTHrPlCjj^U PTHrP(Z>?Sft&l&«-3-£*^*K 
m#©ltf#Xtt^<D^#N^&oT<i:V\ mZ-lX. mtiz<Dmftt.LT&. Fab. F 

(ab') 2 . fv, £f-\zHM^L <i*Lm<D?v*M%tev y*-i?mi&z-&r~is>y 
;i/^3i-r>Fv (scfv) A^w^ns. jyfce^cti, titftz&m* wx-iwuy 

(09;Ui. Co, M.S. et al., J. Iaaunol. (1994) 152, 2968-2976. Bett 
er, M. & Horwitz, A. H. Methods in Enzynology (1989) 178, 476-496, Acade 
»ic Press, Inc.. Plueckthun, A. & Skerra, A. Methods in Enzyaology (1989 
) 178, 476-496, Academic Press, Inc., Lamoyi, E. , Methods in Enzyaology 

(1989) 121, 652-663. Rousseaux, J. et al., Methods in Enzyaology (1989 
) 121, 663-669. Bird, R. E. et al., TIBTECH (1991) 9, 132-137#flg) . 

[0 0 3 4] 

scFvii, ffift<Dmm&£Lmm®£z&u-t2>z.}iiz&vnp>ti2> B z.<dsc 

ftLT&U£1\Z> (Huston, J. S. et al.. Proc. Natl. Acad. Sci. U.S.A. (1 
988) 85, 5879-5883) „ scFvJCfeWSH«V|g«fe J:tJfL«lV|g«tt, #WiM*fc:Jft 

* fu yjj-n LTii. Mxiir ^ jmu-immfrbtezftMn-*^-??- 
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_ 1 1 - 1 9 2 2 7 0 

[0 0 3 5] 

scFv&n- K-TSDNAli, tuffim#tf>H^£ fcttHjHV««€:3- Ki"£DNA, £ 

— jascFv&n- K-rsDNA^igansi:. ^tibz-sm-tzftm^? 

[0 0 3 6] 

$m<0&&mt.\sX. JKU lfl/>yi)3-^ (PEG) ^<Z>#«£^ I, 

m^^tj^atiSo r<D£e>&m«J«te> #s>ftfc#£#MfcS*ttfc£ 

[0 0 3 7] 

^Xtfj^^a^e— ^— — ( human cytomegalovirus iMediate ear 
ly promoter/enhancer) 3 £ £ -So 
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#^ 1 1 — 19 2 2 



[0 0 3 8] 

s\yy--£.vz, uhn^^i/^, 3Ku^--v^^;i/x, 7-7V ^-r 
y><^;i/*40 (sv 40) ^©^;i/*:/n^-#--/:i:>/\>-9--, &&v>W: 
thxn>^f-i/3>7r^^-la (HEFl a ) & ^©it?LMjB&E«<7> ^ 
- # - /:n > /\ y V - ^-tfm Vf e> ti Z> c 

SV 40:/D^-#-/n::v/\>^-£^ffi^S^^teMulligan£(9:£& (Natur 
e (1979) 277, 108) lC<fc»J, £ HEFl a ^D^E- # -/:n>/\>-tr- 
•?2>m&itKizush\ma£ 3 (Ojj& (Nucleic Acids Res. (1990) 18, 5322) ICJ:*J 

[0 0 3 9] 

^"n^-^-i: LTtt, Mx.lilacz^n^-^- x araB^d^-*- 
*mif £3 Iacz^'n ; E-^-$:^Mi--5«^{iWardP ) ©^^ (Natu 

re (1098) 341, 544-546 ; FASEB J. (1992) 6, 2422-2427) lC<fcU. feSV^iar 
aB^D^-^-^^M-r-Sa-a-liBetterPjOD^S (Science (1988) 240, 1041-1 
043) tC«fc Vmm-tZ ^ ^tfT^So 

pelB>>^;i/gE^J (Lei, S. P. et al J. Bacterid. (1987) 169, 4379 

{*<Dm&*mmzma*Lx (refold) ^m-rs 0 

SSMtutu sv 40, 3j<u>r-v^^;i/x, y^r j ^ a j^y.. ^s//\°tf 
n-v^^r;i/^ (bpv) ^ft#©=fc©€:JBv^£fc#T£. £e>ic, 

Un>> Kh^>^^i^-if (aph) ^^Vy^-f—H (tk) Sftte^-, 

^JM^f-tf-^^yy— u h7>^7i7-^ (Ecogpt) 

, iPn^ummi&Ttmm (dhfr) 3n^gsfc^tr££#-e£<& D 
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2000-3062496 




11 — 192270 
[0 0 4 1 ] 

&&L<it. ^mrnxmrnztizmmz. m^mmm. mxitcEo. cos. 

□ BHK, Vero. HeLa^B&t£-e$g3|$ ti£ 0 

]&M;&&2tlt=.m3lfflMZin vitro£fc&in vivoXmmi,X BM ft 

il Lt, DMEM. MEM. RPMI1640. IMDM^Jg-T -5 ^ £ ^F-fl^lM (FCS) 

[0 0 4 2] 

7. ffifr<D&m. mm 

£ Ut> Hyper D. POROS, Sepharose F.F. (Phar«acia§g) ^#Ptfe>*X&. * 

it^^illCj: ffifaZfrM. T*£Z> (Antibodies A Laborator 

y Manual. Ed Harlow, David Lane, Cold Spring Harbor Laboratory, 1988) „ 
[0 0 4 3] 

8. m.#<Dft&<Dmn 

*mmX'&mZftZttfa(Din.M1&&t£& (Antibodies A Laboratory Manual. 
Ed Harlow, David Lane, Cold Spring Harbor Laboratory, 1988) . ViSy^U 
M-fZ— (Harada, A. et al., International Inaunology (1993 

) 5, 681-690) (DWfelZit'AftUD^mzmm't&Z. ttfX&Zo 

*mmxmmznzm?TKrpffifa(Dttm%ii!tt%®. zmfe-tz-ft&n i>x. elisa 
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(ssR*g-£&ft!ft*fcj£so , eia mmft&Mfem) . ria imt&&m&m) 

^ PTHrP (1-34) ?:3-fO^L^l/-^L *fimrPjfrfl;&-£tr«£K M 
[0 0 4 4] 

[0 0 4 5] 

01«g *>e>1000«gCD«gBB^38 litlS. £><5W±. B#&fc l J0.01~100000«g/body 
®^i^S4'li:^t^So L^L&tf<b, #SgW©jfiPTHrP*fi#£-g-;£i-£ 
?&ge£!J li 3 *i <b ©S^*k:1WR £ ti £ & © T* it & v> 0 



2000-3062496 




11-192270 
[0 0 4 6] 

9kffl4k'?2> Zl (Remington's Pharmaceutical Science, latest edition 

, Mark Publishing Company, Easton^H) „ g^#|lCfF^3 tl^ft^gsftl^ 
£ # iz S ti t) (D T* & o T £ V a . 

;k \zhsfcmT)i7^y (hsa) , v;i/t^h-;i/ 

[0 0 4 7] 

, ^K^fSIS}K^tC*»L, rtllCPR^R&lh^ #I;itfTween8(K Tween 20. 1f 

n-;i/^«IS5:deM-rs^i:^T*^€>. 

[0 0 4 8] 
[0 0 4 9] 
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7*X7^^-Mll»il3!j;^fAiS : Ef*ife?:^U PTHrPlC 
[0 0 5 0] 



flS0LC-6©i8f[f^tt, BALB/c-nu/nu5?- FV^X (H*^U7) SrfflVNTin vivo 
[0 0 5 1 3 

^8&MilCtt, 5«fMfcttF344/N Jcl-rnu*- K9y h (B*^UT) £J®A 



(i) aaa 



(2)#S£ 
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i3 ;i/ s/ •? <fc tf#s & ^ ^ t #*g*#¥*^ffc -r -5 J; e> \z m& n b t „ 

[0 0 5 2] 

Tv^r i/> Fn*- h (y i/> Fn>^M; ?A7Kfn^&tt$[, -5M a y * 

#Att5££*£) $:2.5mg/kg<DM*T?M#llin«lCii2IlIg:^bfco ^tlfclt 

. y>iAy7T-41M* (PBS) SrM#MWlcM2IiI^Lfc= Tl/>F 
D*-h&50(OH, 30, 7 0. 1 0 0. 1 4 HS) ilfCj: U A 

J^fi^ttll^^tfAifii^^T^S&fti: U l 7 0 atcjfii^^^^^A^^^ 

SffittW#/l/2/#Ajlil£^7^W/|MfcK:* 3mg/kg<Z)PTHrPlC*f-rSt: FMfl:^ ? 
□ -^-;i/i5i#, 2.5«g/k«TU>Kn*-hS:S»IRrtJC«-^Lfc. ;WJ¥lCl« 

wT , j>i^y7r-4iM* (pbs) zm&mftizn^isfc* 

[0 0 5 3] 

-&Mlk&fr (PBS) fcig^, 3 0, 7 0. 1 0 0. 1 4 0. 17 0BM?o 

fc 0 i 7 0g{cri/> Fn*- bS^fftcMbT. jfiit|J^;i/^^A^fe<fctJ r ^ 
M-fb^y ^a-^ffitt, 7i/>Kn^-h^m 4 0B, 7 0gicj&^^;i/ 

fiLWJtjlli/y&mm*. lMi l J^^7U>vMT'HiU 643g»>Ca/pH 
T^^if- (CIBA-CORNING) &m^X±&L4*>ibiin'i'V &WkmillsXm%. 

[0 0 5 4] 

(3) mm 



ffifE# 2000-3062496 
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# 



^Mz^&^izKisvum&^^m^tz. (®i) . ffLi^n^-mv it&nmm 

[0 0 5 5] 

cn^M2) * sits b -ymM&ffi&vnij K-yv j±fa&^T)imy!)T*<Dm 

# (i) 

[0 0 5 6] 

(2) 

^jvmmtLx\ibm^mmmic-6 ( (M) n^s&%^w^m<j;y)SiA) 

LB/c-nu/nu5? - K"7 9^ (B^^l^T) £M V^T in vivoT'ffofc,, 

fit, t hSfb^ ; ^ n -t;«*'Bj(f r i: £U ; ifii<4 3 #;w> 

[0 0 5 7] 

m%)WMlZ\Z. 5 jat$*IH£F344/N Jcl-rnu*- K5?» h <B#*l/T) SrffitA 
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Sftsfr 11-192270 
3 mm^yny9l»<H^fi^i|?:7^ hCDMLSTlc 1 E&fc »J HH1* 
[0 0 5 8] 

tLT, u>i^f77-4a<tt* (pbs) zmmmft^Mzm&^vtc. x 

2 0 (OH, 1 0, 2 0, 3 0, 4 0, 5 0BT*#H2®) »^ 

•r 5 r i: ic <fc »; itf*^i/9i».gs^iM»f>^ < fc^> t=.m®*> 

Aitt^T^lWC, 3 ■g/kg^PTHrPiC^S M hMit^ J V n — U 

^^^7 7-^^ (PBS) 
[0 0 5 9] 

PBS) 0.50, 10, 20, 30, 40, 50, BBSCffofe. #*tf>M 

££0.50, 10, 1.50, 20, 2.50, 30, 3.50, 40, 4.50, 50, 5.50, 

j: vftmzmmt i-c^i^ftts * e> icn^w u t 7 * n - 

-r^WM. 'J>iA9 7r-fta*a* (pbs) «#S:ffofe. *fflgfPK:tt«W 
tK (PBS) 10- 3 H @ tCjM^^/^^ v-^^^^* 1 ^^^^^^^" ^ 
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# 



, 643gK»Ca/pHT^-^-rif- (CIBA-CORNING) &JB^T£]fil>f *>itil)V*/? A 
[0 0 6 0] 

(3) 

[0 0 6 1] 

C##M l ] 

iOTHrp(i-34)v'?;* ; ey ^a-^i^tt^/W^V K-^cf^ja 

b: hPTHrPd-S^KI^f-r&^y 9U— m%L&M9LJ\4 7 V K- "7 #23-57-154 
33 J: ##23-57-137-1 «U J^Ttf>ii U bfc (Sato, K. et al., J. Bone Mine 
r. Res. 8, 849-860, 1993)„ t hPTHrP(l-34) ©7 ^ S $B2#J £Be#I## 

75lC^i-„ 

^ MIt LT^M*TSfe«)lC, PTHrP(l-34) (Peninsula |g) fc^r^'J7-? 

>;^tfe5t>fn^ny'J>$:*M^5K (Dojinn) Srjav^TJK'&'L&o 
■9->f n^n^'J b fcPTHrP( 1-34) £3£tfr # LT 2«g>l 

ntez>&oizmmvfe&. ya^y brv^rfy h (Difco)i: 1 : 1 u 

X-7;iy'a 16E50ii't4BALB/C'T^X©% ti §|S^TXtttt^W^i&#lS)fc 
U100 n gSrlim^L/fco tOm^li, 7n>f > h55^7S?a^> h£MVN, 

[0 0 6 2] 
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*V U y — Zyrt9 &*g^bTV*JfcV*PTHrP(l-34) V 50 /i g & 

V*H«P3x63Ag8U. 1 &50%3K U lfl/>^'J3- ;i/4000 £JB V* * SSMC b fc# 

o t MMfe£- b feo mmmn v t~mm & 2 x 104/ 9 31 ^©«mia»[T?85«:©96^ 

[0 0 6 3] 

7N>f ^ij K-v©^^y-->^tt, HAT«itfT4t©Sfte>*ifc«©* 

§|±»fcHfflftRIAftKlTPTHrPa»M#©«M&»3eba*l'r*ii:K:J:yffo 
fc. foft£<Dl£&me>Uto*>ftfc'KfrP>s\'( 7 V K-^fcEURL, 15%FCS&^ 
tfRPMI-1640 Igife JCOP I -supplement (Sigma) Sr^&D b £f&i&lC5!i$t b, 
j£JCTA>f^y K--7©*-^fe*«bfe. PTHrP(l-34)il©IS'&IB©3ftV^n 
- > # 23-57-154 £ «fc ##23-57-137-1 

/\>CfV K — V* n — > #23-57-137-1 li, mouse-mouse hybridoma #23- 
57-137-1 fcbt, X*tt«IS^*X^Xl!ltt*W«m (R«*0<tff*lTS 
l#3-*§-) IC. ^J&8*£8 1 5 BtC. FERM BP-5631£l LT^^^^. h^$JlC|j£ 

[0 0 6 4] 

2) PTHrP (1-34) lC*f "T SV^X^^n - -T )Vtfifo<D V 

h PTHrP (1-34) iC^SV^X^y * n--^/l/ffi##23-57-137-l©lirSHH« 
£n- Kf 5DNA&#C©«JCb*t*n- — >^bfc. 
(1) mRNACDitfSf 

J\JZfV F-V#23-57-137-lfr£ CD mRNA£ Quick Prep mRNA Purification Kit 
(Pharmacia Biotech^) SrEwrSHSbfe. /W^'J K- ^#23-57-137-1 ©ffljfi 
5:ia}/t777-T'^i:* : Ei/'t>fXU 3r y h8s#c7>#l;SlCt£ W oligo(dT 
)-Cellulose Spun Column lCT«RNA£¥t$3 U X # 7 - ;i/tfcfg£ 3 & o m 
R N A8JR%&$8ffi>* f77- tC»# b £o 
[0 0 6 5] 
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(2) V#*H«RV1B«&3- K-rsat^OcDNAO^RfeiWIB 

(i) #23-57-137-1^;^ H^VM^cDNA©^ n-^>^ 

t hPTHrPlC^f-TS ?n-t;i/WHiVli^3 - KtStfe 

^©^n- — 5'-RACE& (Frohman, M. A. et al., Proc. Natl. Acad. 

Sci. USA, 85, 8998-9002, 1988; Belyavsky, A. et al., Nucleic Acids Res. 
17, 2919-2932, 1989) iZ J: »J ?f o £:„ 5' -RACE&IC&5' -A«pl i FINDER RACE kit 

(CLONETECHfr) &JgV^ glf^tt^ry h^CD^lC Ufe^o Tff o fc. cDNA-£ 
^(C^Mf £^-fV-li, 7-)XHitW (C««) t/W^'J^Xt 
SMHC2^^>fV- £JBV>fc. f!faa<Z)J:-5K:UTW*ILfe«RNA*&2 

# n g ££IM£: LTMHC2^v-T V-10 P nole Srfltl;*., 3a»«^»*t52TC, 30#IHjR 
0$-fr£Z:£}Cj: ycDNA^\©^fe^$:f?ofec 
[0 0 6 6] 

6N NaOH T?RNA 30#|ffl) :n# 7 -^/tfcJRJC J: »J c 

DNA$:^Lfe„ T4RNAU #--tfl?37TC X? 6 B£IS, ^^16^^^ 5 3 £ iC «fc 
*J> -£j&L£cDNA(Z) 5'^3glCA«pli FINDER Anchor (gg^J#-^ 42) £i£*§l/£„ 
r*l&«F3!t L/TPCRIC J: »J iffg tc&>(J)~7^ £ IT Anchor -/v-f v'- 

(g2M##2) fiJ:UPMHC-Giy^>f V- (BE#I#-^ 3 ) (S.T.Jones, et al., B 
iotechnology, 9, 88, 1991) L,fc B 

PCR^^tt, -ZttOfi IcMCIObM Tris-HCl(pH8.3). 50«M KCU 0.25»M dNTPs( 
^ dATP, dGTP, dCTP, dTTP) „ 1.5 «M MgCl2. 2.5 =L—V h ©TaKaRa Taq (SMSt 
) , lOpMole (D Anchor ^7>fr-, MtflCMHC-Gl:/^>f ^-^tfA-pl i FINDER A 
nchor &5ilSLfecDNA©iEj£SI^%l /* 1 Z\<Dmmz50fi 1 ©ftgjfi 

?:J:lLt 0 PCRliThermal Cycler Model 480J(Perkin Elmer) £fl§t^ 94T} iZ 
T45#f^, 60TCtCT45|^ia, 72TC ICT 2 */I/T?30|3fTo fc. 

[0 0 6 7] 

(ii) #23-57-137-1 L & Vf^c® c DNAtf) # D - — > ^ 

fc: hPTHrPfC^f^-^V^^^y ^D-t«fflLiVM?:n- Kt-£i&te 
^0D^n-n>^*«, 5'-RACE& (Frohman, M. A. et al., Proc. Natl. Acad. 
Sci. USA 85, 8998-9002, 1988 ; Belyavsky, A. et al., Nucleic Acids Res. 



2 5 



ffiSE# 2000-3062496 




11-192270 

17, 2919-2932, 1989) {C <fc *J ffo 7c„ 5' -RACE&lC li5* -A«pl i Finder RACE Kit( 
Clonetech)£;gV\ CDflt^lC^o £o cDNA-^^tC^«-T £ ^ >f V- 

tt, oligo-dT^-f V-£J3v^c 0 |5IE©<k^K:illSUfc»RNA*&2 ^ gS:»Mi: 

LToiigo-dT^^v-fcin*-* 3S5*R^*3Ri:52r;, so^iasJSa*«-fcJc* 

»;cDNA/\©5£*K¥&ffofc. 6N NaOH^RNA 2c #tlzfc#<!¥ (65*C, 30#W) bfe^ 
, 3:4ty-^/tfcJRK:J:»;cDNA€:»«bfe. #J*bfccDNA©5'5M8lCtifgBA»pli FI 
NDER Anchor &T4RNA U T'37-C T* 6 B#|^ Sfi-ei6«f|HIS(B S it 6 3. i: K 

[0 0 6 8] 

ttU 394 DNA/RNA Synthesizer (ABIifc) SrMV^T^Ufe- PCR**tt, *©1 
00 At 1 f^ClO «M Tris-HCl (pH8.3) , 50mM ECU 0.25«M dNTPs (dATP, dGTP 
, dCTP, dTTP) , 1.5M« MgCl2 , 2.5 =L-y h <D A»pliTaq (PERK IN ELMER) , 
50 P »ole © Anchor^ 9 >f7- (IE#J## 2 ) , &tf{CMLC (BJ#|#^4) fcitfi 
■pli FINDER Anchor &3tjBL/fccDNA©£j£«^4& 1 0 1 3©^?&&C 
50^ PCR&Ther-al Cycler Model480J (Perkin El-er) £ 

m\ 94TCtCT455^W. 601C KT45#|fiU 721CICT 2^©fiSt^^^t 3 5 

[0 0 6 9] 

(3) PCR*rtft©»«feJ:tJf|»r^rfl: 

mM<D£t>lZLX?CmK&VmmLt~mmRZ. 3%Nu Sieve GTGT^n- 
X (FMC Bio. Products) £ % ^ T #D- X^V^C^IfrlC <fc 'J^flfc. 
V««fcLT*&550bp fi, LfcV««fcbT*&550bp ^©DNABftf Si^t^-ST 
tfrj-Xtf^OTPJ. GENECLEAN II Kit(BIOlOl) £Jg V\ 3f y h ^fcf 
V%DNA*rtfS:»»bfc. »«LfcDNAS:X*y-^-e?JfcJRa-efeft, 10mM Tris-HC 
1 (pH7.4) „ 1«M EDTA $g«E20 *i llMLfc. # <b *l£DNA?§?£ 1 /* 1 &1WI8 
#3tXaaI (New England Biolabs) IC <fc *J 37°C£ 1 SffSIM'ffc L/> #CV^1BII8#SSEc 

ori (g?@5£) »cj:»;37tct?i fcratintLfc. :©M#*S7i;-Mtf 



ffifE#2 000-3062496 
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[0 0 7 0] 

fc^£^t?EcoRI-X«aI DNA$f/t ilEcoRI &tfXnaI-£ M^ffc^"-£> - £ £ J: *J h 7c 
PUC19 #-£DNA^>f /f-5y3 y*V hver.2 (Si@5£) £fflV\ ^fJ(Z>#l 

jMi09n>tf^> hMifS (-ytf?>^->) ioo {iiizMX, z.<z>fflm**±T*i 

421CICT 1 #181, 3 £>tC*±T 1 #fSJ#SL£ 0 #CV^300 A 1 ©SOCig 
igi (Molecular Cloning: A Labgoratory Manual, Sambrook,et al., Cold Sprin 
g Harbor Laboratory Press, 1989) *M A37"C {CT30#|Sl>f >*a^- bVf~& 
, 100 /ctg/MlXteBO^g/mlCDT^fcTS/y 0.1«M (DIPTG, 20 /t g/«l©X-gal £ 
-^•t/LB^5c^%*fci±2xYT§i^^f% (Molecular Cloning: A Labgoratory Manua 
1, Sambrook.et al., Cold Spring Harbor Laboratory Press, 1989)_h{C 3 <Di< 

fcl±2XYT^«S2mlT*37TClCT-^ilb, ifrS^?)^7X^ Fft&ffi«PI- 
100S (#^/K>7) XttQIAprep Spin Plasmid Kit(QIAGEN) Sc^BV^Tt/:^;*^ KD 

[0 0 7 1] 

(4) 77^^Vli&3- Kf5a^©MTOS 

HfSB^y^^.^ K«4»©cDNA3- KM^<Z>&SB£#[£Dye Terminator Cycle Seq 
uencing kit (Perk in-Elner) DNA Sequencer 373A (ABI*±Perkin-El«er 

) JCfcyfcfcUfc. SB#I&£M^-f7-£LTM13 Pri.er M4 (SP^) (SB 
#l#-£5) ft tfM 13 Primer RV (S?S5g) (6B#!#-£ 6 ) fcjgv^ M#ft<Z)&^ 
BH^rj £ fltfg-f £ r lc <fc »J BJ#I b . 

Z.O l/tff&*lfeA>f F-V#23-57-137-ncfl3f5-rSVC7^HmVM«cS: 
F-rs^^^^-^-r-S^^^^ F&MBC1H04 , LiVl^^n- F^T-Sit 
^fc^-f S:/^*^ F&MBC1L24 ^7^^ FMBC1H04 feitfMB 
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CI L24 iC^jfctlS^tf:* #23-57-137-1^^ 0> H & V M« «fc L & V & 3 - 

, 65tc^-T 0 zti^coy^ 7 $gE?'J£> H«v««©WJiKov*Tt±fiI#l#-S-46 

[0 0 7 2] 

ifjfH-^^^^ KMBC1H04 £ «fctfMBClL24 £^~r £*®0&Escherichia 
coli JM109 (MBC1H04 ) 33 <fc ^Escherichia coli JM109 (MBC1L24 ) tbT, X 

3^«R£*i^x*ft*w&ffi (fiio<iw*iTgi#3f) ic, ¥j* 

8^8Jf 1 Escherichia coli JM109 (MBC1H04) \Z-D V^T &FERM BP-5628 

, Escherichia coli JM109 (MBC1L24) \Z~D V%T teFERM BP-5627£ IT "7 $ h 

[0 0 7 3] 

(5) H hPTHrPlC^-TSVO^^y ^n-^;i/*t^#23-57-137-l©CDR©^ 

(CDR)CJ:»m*S3*lTV*.5. V l/-A>7-^©75 y®Eg2^Itt, i£&l$J:<& 
#£;ftTVN£#, — CDR««©T5 ymiH^J©^MSliS«?)T^V> (Rabat, 
E. A. et al., TSequence of Proteins of I amino logical Interestj US Dept. 
Health and Human Services, 1983) „ 

fcfc. Li|V#Cigc©CDRl~3tf)yii 7 Bftffi^KloV^tt**l^*lBi7![#-559 
~6UCjg*U H||V$|^tf)CDRl ~3<Z>7^ / ^SB^J^oV>Tli^tl^tlBB^J# 
-Jf62~64tC^bfco 
[0 0 7 4] 
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Vt§^ K^'J#-§- C PR 1 CDR2 CDR3 

H^V®^ 5 7 31-35 50-66 99-107 
L.mvfei$. 6 5 23-34 50-60 93-105 

[0 0 7 5] 

(i) **^ifi#H£ttf)itiiS 

(i) HftVffi«<Z>*£ 

# n-->yLfev^^HglVM«&PCRSJCJ: y#f«rLfe. te^Zf^J V-MBC1- 
Sl (S3#f#-£7) ttVlU© U- #~-g2#J<7>5' -<H!I$: 3- K"T SDNAIC/W^D # 
^XU fi^Kozak n>-fe>-t*-XfB#l (Kozak, M. et al., J. Mol. Biol., 196 
, 947-950, 1987)&ZffflmBmrmd Ul(»nmMm*:*i'* & <fc *> iC^ft Lfc= Btf 
-fSrf'y^ V-MBCl-a (g2#!## 8 ) J M^©3' -ffij £ 3 - Ff £DNASB?UlC/\-f 

•tZ> <fc-MCigtf-t/fc 0 PCRte, TaKaRa Ex Taq (^?@^) £ffiW 50/t 1 ©M/S 
£g-&?g{C#i§?DNA£ L/TO.OT/ti gO^f^T.^. FMBC1H04 , >f V— £ LTMBC1- 
afc <fctfMBCl-Sl $:^-n-?tl50p«ole , 2.5U<Z)TaKaRa Ex Taq , 0.25iMCDdNT 
P^titkfrVmttMWmZtiimisTSOti 1 <D$Z$iZ±mV> 94T;iCTl#^ 55 

LfeDNABfJiS: 3 %Nu Sieve GTGT:ffa-X (FMC Bio. Products) ^t=.Ti$ 

u - tc «k u #gt u o 

[0 0 7 6] 

437b P ^CDDNA!ift/t&^^£y#a-X#£TOy, GENECLEAN II Kit(BI01 

-Jltf:mT*m®.Lt=.&, 10«M Tris-HCl (pH7.4) , 1 «M EDTA fi 1 iZ^M 

Ltc. mbftfrVMmmi H l £$fMMlBa«HI, Hind III (^?g^) tC<fc U37TC 
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[0 0 7 7] 

II-BamHI DNAWf^SrHind II I «fc tfBa.fllt'M'fb'r « - £ C <fc »J MSS L£pUC19 

^>fV-M13 Pri.er M4 £<fctfM13 Primer RV £ ^ 5 >f V- £ It, Dye Termin 
ator Cycle Sequencing kit (Perk in-Elmer) £JgV\ DNA Sequencer 373A (Perk 
in-El«er)fc*y*£K^&fcfcbfc. iE^ V^«SS«S«t6A>f F-V# 
23-57-137-1 JC ft S V ^ ^ H » V S: 3 - K -T S 3t ^ €: ^ U 5' -« JC 
Hind IHBSISW&tyKozak gB#k 3*-WCBa.HIfg|$ffi^J£#0^;*^ KfeMB 

C1H/PUC19 £ifti&L£o 
[0 0 7 8] 

(ii)cDNA*>f ^©VtfX-t: h#it9H«©f^K©fe«)©H«V««©«* 
thHiCi^Cr 1 <Z)cDNA£:^-f £7c*MC, ±.SE© <fc ? IC bti^ L 
^xH^VM^^PCR^tCj; y^fijf Ufc. HiVl«©fc«)©t^^7'f , 7-MBC 
1HVS2 («#l«9) ttV««©U-^-ffi^J©««J«:=3-K'rSS!^!I©2#a) 
T^7\°^^>S:^y 2/>JC3£Slb, fioKozak n >iz >->?-*BI#J (Kozak, M. et 
al., J. Mol. Biol., 196, 947-950, 1987)Mtf ICHind 1 1 1 J: tfEcoRI UWM 
JUS:«-rSJ:^K:«tf-bfe. HlTVMB«©fc«>©tf:fr^>f T-MBC1HVR2 
#^10) « JM«©3'-fl|S:=l- F-rSDNAffi^JlC/N^r^U ^ W XL, fio, CM 

«©5'-«©sj^&3- FLApai &&T$s**immmnitM-tz>& > >KWLt\ist- 

o 

[0 0 7 9] 

PCRliTaKaRa Ex Taq £J8V^ 50#t 1 ©fi*Sffl"&«K:*»fflDNAi: LT 

0.6 „g®^? FMBC1H/PUC19 , V- t LTMBC1HVS2& <fctfMBClHVR2 

$:-etl^50p-ole , TaKaRa Ex Taq £2. 5U, 0.25«M©dNTPS:^tf^#T?*#© 
8««&«fflLT50Ml©&&&±«LT94T;i#l8U 55TC1#R3, 72X3 1^181 
<D»K*>f **"C30iaffofc. PCRttCJ:y*«bfeDHA|»r^rft l%Sea Ke. GTG 
T^D— X (FMC Bio. Products) & flg V 1 * 7 # u — ;*^f7l/M^v&ifriC<fc U 3>8iL 
fe„ 456b P ^(BDNAWtf &£*i-*7#n-;*tf &WIRy. GENECLEAN II Kit(BI 
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y-;i/i£J8S 10nM Tris-HCl(pH7.4K 1 «M EDTA %&WL20 fi ItCiSjWLfc 



[0 0 8 0] 

K-T-Sa^^- tfEcoRI-Snal DNA#t# £EcoRI £ «fc tfSnalTMffc^S ' 
tic j: »;sn?ufcpuci9 z-iz-v-fv U-~y tfhtc, '©^5X5 

0 *ge#l ^^-TV-M13 Pri«er M4 &tfM13 Priaer RV ^^^4 
V— tit. Dye Terminator Cycle Sequencing ki t (Perkin-Elaer) £fl|V^ DN 
A Sequencer 373A(Perkin-El«er) IZ J: »J ifeJSBBflf b fc. IE L V\|gJ£ee^tF 5: 

K-V#23-57-137-ltCfi3(5"rS V>^H«V««S:3- F^SSt 
5'HWJCEcoRI JS.fctKHind 1 1 Ifg|«K#Jtttf iCKozak 3' HW 

IC Apal j; S»aI&SSSI#l £ f£ o :/ ^ X 5 K& MBClHv/ P UC19 £. ^ife b fee 
[0 0 8 1] 

(iii) **?tfmHm<Dtt&'<9*-<Dmm 

k hMHiC^C r 1 fc^frcDNAtt, J^T© £ 3 b fc„ ~t&£> 

t: hM-fbPMim^H^V^fe^tJft: hJa^H^C^IgGl©^^ ADNA (N. 
^ Takahashi, et al., Cell 29, 671-679 1982) £ 3 - K"T -5^^ 9 # -DHFR- 
AE-RVh-PM-l-f (W092/19759#M) k NMfbPMljfiftL^VM^fccfctf k h 

#t#L«KfcClB«(0^y ADNA£=r- ZZm^V # -RVl-PMla (W092/1975 
9#M) £ZmAVfcCWm%&£ »J«RNA&WSU RT-PCRiSt?fc hMfbPMl^ 
H«V««^J:t?k h^Cf^C r 1 £*tf c DNA£ * n > if U PUC19 
©Hind III2iBaBHia$ffilC-9-^^n-->yL/fc. i£«SE#!5:5tfSbfc^ IEL 
V \ ga^J £ ifo ^ ;* ^ K £ pRVh-PMlf - c DNA £: ^ife L . 
[0 0 8 2] 

DHFR- AE-RVh-PM-l-f _t © SV40 ^ n ^ — # - £ DHFRStfc^- t <D tC & £ H i nd II 
W&. *5<fctfEF-la 7n=E-*-£H h M-fbPMim^ VM^il© rate SEc 



3 1 
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P RVh-PMlf-cDNA£Ba.HIT*MftUfcfc. Klenow? 9 > b T*¥?tfb U £ 
CHind Iinf^ftU Hind 1 1 1-BamHI^?fft»T>t b 3<Z)Hind III-Ba. 

UWmitmft*> ±fH©Hind IIIgP&fcJ:tKEcoRI g|Sft#*C$c b fcDHFR-AE-RVh 
-PMl-f £Hind Hlfc J: tfSMalTfUHfrr* ^ tKl J: »J*»bfe««'<f * -K* 
tSL, HhSfl:PMltft#H«V««feJ:tFlib«i#C««CT l&^-KtS 
cDNA Z&tiftm^? RVh-PMl f - cDNA £ tfgi b . 
[0 0 8 3] 

\L hSftPMl^HlVf^itfb hSiftCf^C 7 1 & 3- K-TS cDN 
AS:*tf»33I'<^*-RVh-PMlf-cDNAfeApaI^J:rJPBariIIT?»fl:Ufelft. H^C^C 
« & ^ tf DNA»r £ EUR U Apal J: BarfnT'ffUfT * d t K <fc »J MS b fcMBCl 
Hv/pUC19tC^Abfc 0 r^UTffHLfe^^^KftMBClHclWA /pUC19 

3- K-T ScDNAS:^?*, 5'-5fcSglCEcoRI fcitfHind IIIfg|»#K 3'-*3§lCBa 
[0 0 8 4] 

>^^X^ KMBC1HcDNA/pUC19 £EcoRI £ J; tfBa«HI-£Mft b, m%ftt=.**5 
^©H^fcH-K-rftJaSKWS^DHAW^rS:, EcoRI fij:tFBa«Hi^}Bfl:-r 

^CD^^^X^ F^MBClHcDNA/pCOSlil^l/feo IS^* * -pCOSl 

HEF-PMh-g 7 1 (W092/19759#M) EcoRI & ZZfSnaimit^ & V 

«*fcH*U EcoRI-Notl-Ba.HIT*^*- (S»3fi) MITT* ^ * « »J * 

[0 0 8 5] 

* KMBC1HcDNA/pUC19 £EcoRI i^BamHITfMb, #£*l£3f* ^#t&H& 

gfi?U$:^t/DNA»r^r5:> EcoRI 33 £ U f Ba«HI"cfti'fL;i"£ " cl }C J: »J b 

7*3; FpCHOHC*ALfc. lHT#e>ftfe*^S#©««^X5 K&MBC 
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IHcDNA/pCHOI iHfo£l,fc 0 ^^#-pCH0m, DHFR-AE-rvH-PMl-f 

(W092/19759#M) frb. EcoRI «fc tfSmalMfCtC <fc *J tftftaie^F-SrSOBfe U Ec 
oRI-Notl-BanHI Adaptor (^?g3S) 5 £ t JC <fc *J 4H& b fee 

[0 0 8 6] 
(2) tMiSMMi 
(i) ? a- — yy^V *-<Dfcm 

H hL&5£SM«£-£tfpUC19 #-£li^-r&fe&>lC, Hind Illgpfi^^ 
PUC19 ^<^^-$:^Lfcc PUC19 K ? # - 2 g £20nM Tris-HCl (pH8.5 ) 
, lOnM MgC12. 1«M DTT, 100 «M KCU 8 U<D Hind III 

# j5^m-^M20a i #t*37tcict i mmmitist=.o mitm^WL*?^ 

tHU&bfeDNA&50«M Tris-HCI (pH7.5). 10«M MgCl2. 1 «M DTT, IOObM NaCl 
, 0.5mM dNTP. 6 U(Z)Klenow?^* y Y (GIBCO BRL) £^£-r 350 # 1 OD&JS 

-;i/fc<fctf?nn*;i/ATttmu ^ #-DNA£:n# 7 -;i/tfcKicfc »; mflXL/ 

[0 0 8 7] 

tHiRLfe^? #-DNA£50«M Tris-HCl (pH7.6). 10aM MgCl2 , 1 bM ATP, 
laM DTT, 5%(v/v) # U X^ 1 1/ > ^* U n -;i/-8000 , 0.5 U£>T4 DNAU 
W (GIBCO BRL)S:^'tSSJSa-&IR10/t 1 *T?16TCT?2^raKlSS-&, gH3S*£ 

&j£ffi-&«5 /i l &:*IB®JM109 uy^y bm&& (—vti<yi/-y) 
100 yttl{C*n^, *±^30^RI#fllLfc«, 42t:{CTl^fS, se>ic^_hT*i^ 
f^#Sbfeo S0Cigi&500 /i 1 $rin^T, 37TC-eiB#|8K >^T3.^-S/a>L/fe 
^, X-gal tl?TG*m.mzmrtlst=.2XYTm3it&i& (50tig/*lTy\s*/V y^M 
) (Molecular Cloning: A Labgoratory Manual, Sanbrook,et al., Cold Sprin 
g Harbor Laboratory Press, 1989){C££> 37X3"^— L/T7£jS&&tt£# 

BM&l&ftZ* 50^g/«lT>fcTi/y >5:^-r-&2XYT^20«l-e371C-^ 
*U ®ft®#^£Plas«id Mini Kit(QIAGEN) £:MV^T, ^tftf^^Cffc o T ^ 
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KDNA&WKLfc. RfcHind IIIT'MftU Hind mflj 

TO^lt^S- tSrffilfgbfc:/^;*^ F&PUC19 AHind III£4r£bfc. 
[0 0 8 8] 

(ii)b: hLi^iMu&n - K-rsate^©** 

hjfittL&afcCM^HU Mcg+ Ke+ Oz-. Meg- Ke- Oz- Meg- Ke- Oz+, Mc 
g- Ke+ 0z-©4>&< h%±MM&>T4 V %J'7ft'f& i ^ft,~Z^Z> (P.Dariavach, e 
t al., Proc. Natl. Acad. Sci. USA, 84, 9074-9078, 1987) „ #23-57-137-1 V 

Xt'^ib^*, T>f V #>f^#Mcg+ Ke+ Oz- (accession No.X57819) (P. D 
ariavach, et al., Proc. Natl. Acad. Sci. USA, 84, 9074-9078, 1987)<Dtlh 

iSV^^ffifc^U #23-57-137-lV^XL^2^CM^il© 

[0 0 8 9] 

^TfTofc,, ^•^"^'fT-O-^^li, 394 DNA/RNA synthesizer (ABI *±) 
T^ofeo HLAMB1 (gH^J##ll) £cfc?mAMB3 (ffi^J##13) tti* > ^DNAIBJIJ 
£;£U HLAMB2 (SS^J##12) £J:tfHLAMB4 (S2^J#-^14) liT>^-fe>XDNA 
U#l£^ U ^^^©^ , ^-fV-©M3§slC20^^23b P (Z)^WBH^I$:*-r^. 

fl^P^-f V-HLAMBS (IH3«J#-^15) , HLAMBR (gH^J##16) liHLAMBl. HLAM 
B4£^*l-f*l*g|15&BB#J£;&bTfc * fcHLAMBSfcfcEcoRI , Bind III, Blnlfg 
»BI#J&* HLAMBR fiEcoRI fgj»fB^&**l^tv£A/-ev*<& Q fg-PCRT*HLAMBl-HL 
AMB2 HLAMB3-HLAMB4 ©MJS&fTo fc- SJSSL ^tl^Z^MM&V. ^PCR 
T*T-fe>^U $:^f ofe» £ ^tC^SP^^^ V-HLAMBS£J: Zf HLAMBR fc^JtlU ^ 

=pcR{c<t v^&Mkzmmztto 

[0 0 9 0] 

PCRttTaKaRa Ex Taq (S?B3t) «:ftV\ ^©flL^lCflEo T*To fee Sg-PCR 
T'tt, 5p«ole (Z)HLAMBl;J3i:tf 0.5p»ole C0HLAMB2il 5 U(£>TaKaRa Ex Taq 
?%M) £. 5100 //. 1 C£>/&/SiI-£-flJu &&VH±0.5pMoiecDHLAMB333 £#5 

p.ole tf)HLAMB4£ 5 Utf)TaKaRa Ex Taq (ST@i£) £. -5100 # 1 (D^fS 
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0 



ffl^lKSffiV^ 50/* 1 ±MLT94°C{C T 1 #13, 60*C &CT 1 72°C 

ICT 1 #H<Z>fiftiM f;i/T* 5 imff ofc. 
[0 0 9 1 ] 

flZlPCR l±, fcmmZSOfi lfoI^U 50 At 1 ©|£^S:±MbT94X:tCT 1 

SgHPCRtt, ^/S^tC^gpy^-fT-HLAMBSfe j;t;HLAMBR$:#50p«ole "Togs 
JUL, 94TC{CTl#fS, 60TC*CTl#fS, 72TCJCT l^lSOffifi|-9->f ^-n/T?3O0 

H = PCRjg#|©DNA»T J Hr& 3 %&m&TifU-X>f}]/ (NuSieve GTG Agarose, F 
# MC) -em^^cS&bTc^ GENECLEANII Kit(BIOlOl) SrffiV^ £>#V£K:t£o T 

[0 0 9 2] 

#e>tlfcDNA|^T^rS:50«M Tr is-HCl (pH7.5), 10«M MgCl2, 1 "M DTT, 100«M Na 
CI, 8 U<Z)EcoRI (SiB3§) £^#1-£20/i 1 <D£/£^1^*T37rtCT 1 f$ 

-/1/ifcJRTfISIJRbfctl, 10mM Tris-HCl(pH7.4), 1 «M EDTA ^8 ytt 1 lC?£fl¥L 

"/^^^ FpUC19 AHind III 0.8/t g £ IHSIlCEcoRI "CtHAS U 7aiy-;i/£ 

PUC19 AHind III 5:50 «M Tris-HCl (pH9.0), 1 «M MgC12, 7;WJ*X7 7^ 
— fef(E.coli C75, &^-rSjKJ&«^*50/i 1 #T?371C, 30#Fg[£jS 

S-&IRU>H*a3a (BAP^l) bfeo 7 en >> - ^i^^DD^l/A 

TfSlffl, DNASrX^^-^/tfcJRJCiUiajRLfc^ 10«M Tris-HCl(pH7.4), 1 aM 
EDTA ^?R10a 1 lC»»bfc. 
[0 0 9 3] 

JlfacDBAP^abfe^^X^ KpUC19 AHind III 1 fi 1 il&OPCRj^&f 4 /tU 
DNA Ligation Kit Ver.2 (SM^) SrEHTMISU *®®JM109 :3>bT^>b 

XYTigifi2«n?— #J&*U MfrW^*>e>QIAprep Spin Plas.id Kit (QIAGEN) 
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. 8tgI33TO&j£tC«:373A DNA sequencer (ABI *±) £JgV\ >f IC &N1 
3 Priner M4 £J;im3 Pricer RV (^?S3t) £J§V^o ^tf)^*. >7U- — y 

F£C /I A/ P UC19 £ifr£,Lfe„ -fCIT?, *0>IK#£*f3fc«>CZ>:/^>fV--HCLM 
S (B2#I#-*17) „ HCLMR (BB#I##18) £fr £tC-&J& U PCR"T?SglE L V^DNA 

[0 0 9 4] 

ffl-PCRT^DNAfc^tf:/^;*^ FC A A/pUC19 U ^>fV-HL 

AMBS H HCLMR „ HCLMS i:HLAMB4T?£JS&ffo fc. PCRjg^£^*l^*l¥iiSg U g§ 
-PCRT'T-fe^yU o£„ $ £>K:*a$:/9^-HUMBS£J:tfflUHB4£:8SfllI 

PCR"e», LXC X A/pUC19 0.1/ig, ^^>f V-HLAMBSfc <fctfH 

CLMR ^50pmole , &£Wj;HCLMS fe.fc^HLAMB^SOpmole , 5 Utf)TaKaRa Ex T 
aq (S$B3§) S^-TSIOO /* 1 ©H^^?S$:fflV%. 50/t 1 ©tf $:±Ib 
T94TClCTl^ra. 60^CiCTl^^ 72X3 KIT 1 #[Stf>i&£iM 9 ;i/T*30Htfr o 

fee 

[0 0 9 5] 

PCRjg4^HLAMBS-HCLMR(236bp) , HCLMS-HLAMB4(147bp) & ^-Jl^tl 3 
T^n-7.^;i/T?m^i&bfe^ GENECLEANII Kit(BIOlOl) V^>F;i/fr 
EIJR, «§gLfe„ ^-PCRTtt»55|DNAWT^#40ng, 1 UCOTaKaRa Ex Taq (^$g 
it) Z&m~?Z>20» 1 ©£jS8£-&?l&&jav^ 25/i l©te$&&J:»UT94r:iCT 1 

glHPCRT'te. ^PCRM^ 2 ^ 1 , #fflS^>fV-HLAMBS, HLAMB4#50 P «ol 
e, 5 UCDTaKaRa Ex Taq fc^-f Z> 100 1 CDKlSiK-£$i & JB W 

50ti KD$£m*±mVt=. 0 PCRli, 941CJCT 60t:{CTl^im, 72T:{CT 

1 itfflOS^t'f ^;b'C30i!I^Tofe. ^HPCRjgg%'c&£357bp <Z)DNAKf?/i £ 3 % 
j&T#n-:*4*/l/ bfctfe, GENECLEANII Kit(BIOlOl) fc^T^* 
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[0 0 9 6] 

mbftfcmmftOAfi g£EcoRI T*mitLt~&. BAP^ilf^7XU*P 
UC19AHind IIUZV"^^ U— — y?fh1t 0 *J©S J M 1 0 9 n>tf^> hMtC 
flfelb, 50^g/«lT>lf^U ytt^m-tZ 2XY™2ilt-t«#U 
B#Bf#;fr£>QIAprep Spin Plasmid Kit(QIAGEN) £M VMT 5. F£*ilgL£: 

o 

^gfLfe^;*^ FtC-o^Tt«fE#J£M13 Pri.er M4, M13 Pri.er RV (gg 
it) 373A DNA sequencer (ABI *±) iCT&jSLfce X&(D& HIE L V%i& 

# «BB^J$:^LTv>eii:^StSg$4x^^ , ^x^ F£C a./pUCl9 £Lfc 0 
[0 0 9 7] 

(iii) nhhmKm^nmm^^-^-t^M^^mm 

y^X^ KHEF-PMlk-gk (W092/19759) £ L M k iCl^& 3 - F"T SDNA 
#T#£PCR&£MHT# 0-->yifc, 394 DNA/RNA synthesizer (ABI ft:) £ 
M^T-&^Lfctrj#^-YT-HKAPS (BH^J##19) teEcoRI , Hind III, Blnl 
SaBBWfe. ^^--fV-HKAPA (@B#J##20) liEcoRI SKBK*! 

^SM^-S^X^ KHEF-PMlk-gk 0.1 yti g, y^x'-HKAPS , HKAPA #50 
p.ole , 5 U©TaKaRa Ex Taq (SiSJt) £^^-£100 fi 1 ©jKJ&M-^fcm 
H, 50yct 1 ©fi&il:±Ibfe 0 94TCICT1#I^ 60TC(CTl^f^> 72V,\ZX I ft 
m<DJxfo*:30-y'4 ?;Wto£„ 360b P ©PCRHi^S: 3 %f&ffli&73fU — Z>*f 

GENECLEANII Kit(BIOlOl) £Jg >f )lfrt>mfc. Wfgbfc, 
[0 0 9 8] 

#£>*l£DNAEr#£EcoRI T*ffiitVt=.&. BAPjjllLfc^X^ KpUC19 AH 
ind nnc*a-->^Lfco *J©S JM l o 9 ny^y YUMK.j&'BMMXs 
, 50 ) tig/il7>^^V>$:^ttS2XYT^2ilt— t^tb, B#H#fr 
^QIAprep Spin Plasmid Kit(QIAGEN) Sr^VvT"/^^^ F£¥f$gbfco 

WSgL^^X^ K©«t£iI7U&M13 Pri.er M4 , M13 Pri-er RV (SiS^) 
£J§H, 373A DNA sequencer (ABIft) {CT$:5£Lfc„ lELn&»g2#J£;t LT H 
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-S3 HtfflLMZfttcZf^X^ K£C K/PUC19 ilbfco 

[0 0 9 9] 
(3) **9fctftL#|#g^^#-©^ 

^^7#23-57-137-li/t«cL^56^^^-?:«lilLfco ^^^^ KC^/pUCl 
9 , Ck/pUC19 0t hm^SfI^C©ieiff{C$>§Hind III, Blnlgp&lC, #23- 

57-137-1 Ltvll&n- Ftslfif ^smrticioT, ^tl^tl** 

^#23-57-137-im^L^VM^fc«fct) J L^^M*^ttL^K^S^$:n- K 
-T-5PUC19 EcoRI M^{C<fcoT=3p^^m^L^a^$:-^ 

»JfflU HE Fftm'*? Z-^y-7t>U-->y*fi^f~o 
[0 10 0] 

1-^t)t», KMBC1L24 ^£#23-57-137-imfrL^VM^£PCR&£M 

VNT^n-->^*Lfeo #^>fV 394 DNA/RNA synthesizer (AB I 
*±) £M^TfTofc„ ^^^^-TV-MBCCHLl (BH^J##21) liHind III^gH 
#J£Kozak gg^J (Kozak,M.et al. , J. Mol. Biol. 196, 947-950, 1987) fu^^V 
-fV-MBCCHL3 (ga#J#-5§-22) liBglll , EcoRI ^tigE^I*^^ J: 3 Kl^ff b 

PCRtt, 10«M Tris-HCl (pH8. 3), 50«M KC1, 1.5»M MgC12 , 0.2mM dNTP, 0 
.1 (i g©MBClL24 , ^=7^ LTMBCCHL1 £ <fc tfMBCCHL3 £#50pi»ole , 

1 111® A«pliTaq(PERKIN ELMER) Z> 100 fi 1 ©jKjSM-^&iSV^ 50 

A 1 0&?fi£±SbT94T;iCT45$3>f^ 60X: {CT45#fS. 72^C ICT 2 #fg©i&S 

-9->r ^^"rsota^o^o 

[0101] 

444b P (DPCRg|#l$:3%<gilfe^T^n-^^;i/T-m^lfrbfe^> GENECLEAN II 
kit(BI0101)£ffiVNT>7*;V;fre>HIlK, ¥f$gU 10«M Tris-HCl (pH7.4) . liHE 
DTA mmOd 1 IzmMLt-o PCRjg^l ft 1 £^*ietU0«M Tris-HCl ( P H7.5) 
„ 10mM MgC12. 1«M DTT, 50«M NaCl , 8U©Hind III (S?git) £<fctf8U<D 
EcoRI (S7@?g) Z&m-tZBLfeM'&mOti 1 t£*e37TClCT 1 B^Mftbfc. $g 
ibM-o^ft & "7 31 y — /u 33 J; # u u /J\;i/A*cflucB> dna £ x # 7 — /i/fcfcj8T?lin& 

U 10«M Tris-HCl (pH7.4). 1 «M EDTA 8 # llC^Lfe- 
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y^^^FpUC19 1 g $:|^^(CHind 1 1 1 £ J; tfEcoRI Tffifcls. 7 x J - 71/ 

-i?(E.coli C75 , SSI) TBAP#USb£ 0 5: 7 x y -;i/^3 «fc & V U U 

3}>;i/Ati{li, DNA£x# 7 -;i/£fcjgT-|Il&L£&> 10aM Tris-HCl (pH7.4) . 

i«m edta mmofi 1 izmMLfc* 

[0 10 2] 

BAP^taLfey^X^ FpUC19 £9G(DPCRjg4^4 /i 1 &DNA Ligation Kit 

Ver.2 (S7@jg) &;Sv>T5i*gU *©SJM109ll y fc? -5^> hlfflSS 

0 XYT^^^IC*^, 37lC-e— ^<3*ifc7l?Rii£Mtt£. 50jag/aiy 
>lf S/U >&^i-S2XYTJ$&2Ml^371CT?— £J&atLfc. ®#®#fr£QIApr 
e P Spin Plasmid Kit(QIAGEN) &m^T?5X ^ K&SRLfc. &«BH#J£&5e 
IELV^^Se^J$:^i-^^ , ^X^ K&CHL/PUC19 
[0 10 3] 

-f^XS. FC ^/pUC19 , C /c/pUC19 # 1 /i g $: j e4x J ftl20«M Tris-HCl(pH 
8.5), lOnM MgCl2. 1 aM DTT, lOOaM KCl, 8UCD Hind III ^ <fc 

2UCDBlnI (^S3t) &^i-*S^a#*20iti 1 *T?371CtCT 1 BflSMftL-fc 

EURLfefft, 37TCT?30#IS!B APj&15:ftot 0 7 x 7 <fc * □ 

^ n^;i/AT'IAffib, DNA&x^r /-;i/tfcJRl?|HlJRL., 10aM Tris-HCl (pH7. 4), la 
M EDTA mmOfi 1 {C^«?bfco 

#23-57-137-1 LmVMI&Z^&^^XS. KCHL/pUC19 ^?>8/i g £|^lCHind 
Ul&£ZfBlnlT*ffiitLfco #e>tlfc409b P tf)DNAS0T# £ 3 %&M&T#U -X 
y/l/T?«£C*8frbfcffc, GENECLEANI I Kit(BIOlOl) £M V^T>f;t/;fr HUK, 
U 10aM Tris-HCl (pH7.4). 1 aM EDTA ?£?£10 fi 1 tC?§*j? b fc„ 
[0 10 4] 

ZKZ)L&VM^DNA 4 At 1 &BAP®aifc^7^5 KC A/pUC19 ££ttC 

«/puci9 #1 a i jc-fr^n-— ^«gjMio9n>br^> bfflmzm 
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^^L®^* N ^QIAprep Spin Plasmid Kit (QIAGEN) fc^T^*^ F&*M8bfc 

rn^fc-eti-eny^s. kmbcilU)/puci9 , mbcilu)/puci9 iiLfc 

KMBClLU)/pUC19 fei:t>*MBClL(K)/pUC19 £ ^*l€*lEcoRI Vffifo 
U 3%&m&TXU-*V)l^m%fomLt=.%t. 743b P tf)DNA8fT#£GENECLEAN 
II Kit(BIOlOl) Zm^rffrfr^mtiZ. mmL. 10«M Tris-HCl( P H7.4), 1 -M 

edta mmoti i izmm^t-o 

[0 10 5] 

|§^^^^-hLTy^X5 KHEF-PMlk-gk 2.7 /t g £EcoRI TfJUflsU ~7 

;-^i^nDt^Atm dna£:t# y-;i/tfcJg-Trti!i|5£L£o HHKLfcD 

0 NAt0Ttf£BAPfl! i 3lG£^ l%ISB^7*D-xW*a»»U 6561bp<DDNA 
BlT^SrGENECLEANII Kit(BIOlOl) Z%\,\Ttf*fr t>m&. 10.M Tris-HC 

l(pH7.4). 1«M EDTA ?§?£10 fi 1 lC?§fl?Lfco 

BAP^SbfcHEF^?*-^ * 1 £±iE^*^ KMBC1LU) ^ 1c. 1£MBC1L( k ) 
EcoRI ijt#8^ii:iliU ^l»(|JI1093>b:^>MBlB»C^IC««bfe. 5 
0/tg/«lT>tfi/U >&^-r«2XYT««S2«lTf*#b, "oQIAprep 
Spin Plasmid Kit (QIAGEN) £M ^ * ^ K&*M8Ufc. 
[0 10 6] 

WRLfc^*^ 20mM Tris-HCl (pH8.5) „ 10«M MgCl2. 1 «M DTT\ 10 

0«M KC1 , SUODHind III (£ig3i) 2 UCDPvuI &^t6S 

^ (B»^«20m 1 tpT*37TCtCT 1 BtMSffiHfcbfc. |$T##iEbVx:frftC#A3*lTV% 
n«5104/2195b P % &£ftlC#A£*lTV>*U£4378/2926bp ©iftK^^4CS 
;ih«J:*J, iELV^lRliCffllAStlTV^^^^^ K&**l-£*lMBClLU)/neo , 
MBClL(*:)/neo tVf=.o 

[0 10 7] 
(4) C0S-7»©h7>^7x^t/3> 

K £ C0S-7M T* - 3i1£ £ 3631 3 it . 

■r&t)^^>l9^©-att»3Stt. ^^^^ KMBCiHcDNA/pCOSlfcMBClL(A)/r. 
eo^fcliMBClHcDNA/pC0SlilMBClL(ie)/neo©^^*5ii:T% Gene Pulser|gg(Bi 



miE#2 000-3062496 




#^ 1 1-19227 



o Rad)&;g^TXl/? y\z X »JC0S-7«HJiatC|^^jR#ALfc. P 

BS(-)#tClxl07 JWflg/«l(3D||IIllStgi£^!S!BSnTV^SCOS-7|HflB0.8«HC, 
X^FDNA 10/t g i&fltl;*.* l,500V,25/iFC7)#m^4fCT/N o ;b^$:^^.feo ^?SIC 

a Low IgG«>2/fl&^Jfil^(GIBC0)S:^ , rSDMEM^«l(GIBC0)lC!BSIb, 10cm^# 

COS-7fflJte©«§|±li}^e)©^^^t»i#©*l5?tt. AffiGel Protein A MAP 
SII3f y h (BioRad)&;av*T3f y hSstf ©^{C^o T*To 
0 [0 10 8] 

(5) ELISA 

(i) frLitmmvwfe 

ffi&mmWfe&fetbCOEUSK'JU- h ^rk(DJ:olZLXmmVt=. 0 ELISAfli967X 
"} V— h (Maxisorp, NUNC ) (£>4§-7X 5: HUffl-ffclA 777~(0.1H NaHC03, 0.02% NaN 
3) T?ljitg/«1 Lfc^ffifc MgGStft:(TAGO)100ittl'rHffl'fbb, 200 

/t 1(Z)#^A^^T-(50bM Tris-HCl, UM MgCl2 . 0.1M NaCl, 0.05% T«veen20 
, 0.02% NaN3. 1% >(BSA), PH7.2) T*:/n y 3f > 7*tf>^> 3f 

T#7XtCiDiLfc. 1 BtfS^MlCT -f>3f ^ h bPBS-Tween20T?iSfcif^ 7/1/ 
^ *'J7*^7Tf-f^^t hIgGM^(TAGO)100^15:in^fc. 1 

jgCT'f cxK- h bPBS-Tween20Ti5fe#©^, lig/il©S^t (Sig«al04, 
p -- h D7x-A/'J SIGMA) £#n*-. #CtC405im-e 7>f ? n 7° 

I/- h U -#*-(Bio Rad)T*«l3£Lfeo »S»Jt©^ * > #~ K il lt> Hu IgGl 
a. Purified(The Binding Site) £fl§V^ 0 
[0 10 9] 

WM^m^<Of=.9>(DEUSkzf\y-V^\t. ^0<te)fCLtI|gbfc. ELISAjg 
967X7^- h ©#7X5: H*Bfl: Ay T'T-T* 1 yti g/«ltf>a^lC|g$S[ bfc hPTHrP( 
1-34) (^7f K9f^) 100^ 1 •vmftitl'fco 200/t l©MA«y7 7-t*7 
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:7 ffitt S S b T #7* JD * . IsiUKT-fylr^^-hL PBS-Tween20 X 

Tfr*V7*X7T*- «^ IgGM^ (TAGO) 100 1 £#11;*. 
g&lCT>f S/^fa'*- h LPBS-Tween2OT*&#0)&, 1 «g/»l©SS^?S(Sig 
■alO^ p-^hn7x^;i/U>St> SIGMA) ^iMX, #ClC405nMT* V 
-f^D^l/-h'J (Bio Rad)-eM/£^£= 

-e©*S*. ^^^m^«> t hPTHrP(l-34)lC*ff £*^fB £^ bT »K * 

[0 110] 

(6) CH0gcJt££»IJI&l*«>#££ 

*^9*ft#©ac)fe**ttlB*fc«S£^**:»* tufB^^XS. K£CH0*fflffi( 
DXBlDlC^Abfeo 

•r<fcfc-fe*^9S£flc©«3e**jWJfi**fi^ CH0«ijBffl»33I^9X5 FMBC1H 
cDNA/pCHOl ilMBClLU ) /neo* fcttMBClHcDNA/iOOl ilMBClL( /c ) /neo<Z>3S# 
-grt>iiT% Gene Pulser^g(Bio Rad) % ft ^tx 1/ 9 V D 4< I/- S/ 3 > tC J: *J CH 

E&dnaicu 7i;-^i^nn*Mifflft, x# y -;i/fcfcjreDNA£is 

jRbTXl/* hD3Kl/-^3>tC^V>fc. PBS(-) #£1x107 ft|jl&/Bl(Z)ffilBft& 
•e!»»S*lTV^«CHOaij|S0.8«HC, #^7^ KDNA 10/*g£#tJX, l,500V,25*t 

F<Di£m^*tcTAVvx£^x.£o £aatcTio#isi©iBtWBW©tk xi/^hn 

I/ - i/ a >j?iaS 10% 7 5/ J&JfcJfilW (GIBCO) S:*iD b feMEM- a ig3S( 

GIBCO) ICJ»*U 3^0)967X^1/- h (Falcon) 5:fflVATC02 >f>*zr/<-*-lC 
T#ltbfc. ««BB*6«HK:, 10% 9 tsm%!hm (GIBCO) *5£tf50O«g/-l ©GENET 
ICIN(G418Sulfate, GIBCO) U #2 ? KfcJ: tf-r** U ^3* 7 U* 

t/ F^^MEM-aigi&(GIBC0)©a#<^:&£x&b, i/t^jt-fiS^^^AS tlfclBifi 
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[0111] 

^3XLfe*t;»©^^«Blfi*©m*S:fi£^:b. n-^-tf WWcT2%<z)Ui 

tra Low IgG^ */j£JIEjfii?jt gsfllK 'J #3? * l/*^ #7=** U * U*i/ 

K^MEM««ll:M^T, 3 & 4 0 g {Cig^_t?f 

fcigiRU O^mtf)^ (Millipore) JC«fc »J iWMfctf&IJfc^L/fc. 

CHOjfiBlfi©«il±Sf^ <D *c * ^ffifaCDMmi*. POROSy n > A# =y A (PerS 
eptive Biosystems^fl^T, ConSep LC100 (Millipore) KT&tt ©fll^lC^ 

[0 112] 

(1) t hSft^Hi©«i 
(i) t hMftHiVUgCii 

b: hMfl:#23-57-137-im^H^$:, PCR&tC <fc£CDR-?"^:7^ ^'ICJ: »JfE 
S?L/feo Mfi#S31679(NBRF-PDB. Cuisinier A.M. Eur. J. Imunol., 23, 
110-118, 1993) ft5fc©FR£^£ tl bMffc #23-57-137-1^ (A-^a>" 
a") ©f^J8©feftK: 6M©PCRy^-f V-Sr^/Bl/fco CDR- if^y-^r^f 

T-MBC1HGP1 (gS^I##23) &tfMBClHGP3(ffi#l#-^24) >XDNASB^J$:% 
U -ebTCDRy^^^-f >^>^^-f V-MBClHGP2(gH^J#-^25)^:tJ ; MBClHGP4(gB 
^J#-^26)ttT>^-fe>^DNABB3^IS:WL/, -£ LT-£*l-?*i:/^>f V-©|^3g{C15 

e> 21bp©«»Krffi^J & ^ S o fl-SP y 9 >f V - MBCIHVSI (SB JlJ#-S§-27) & MBC1 
HVR1 (6e?U#-^28) ttCDR^ -f > ^:/9>f ^-MBClHGPl&tfMBClHGP4i:3fc^ 

CDR-^ >yy^>f V-MBC1HGP1, MBC1HGP2, MBC1HGP333 <fc £J C MBC1HGP4 

l±JRSR3Ef£3K U V K^*^S:fl9V^-C4Mt L (Molecular Cloning:A Labo 

ratory Manual ,Sa«br 00k £> , Co Id Spring Harbor Laboratory Press, 1989) . ff 
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^^l/^e>CDttffilicrush and soak^ (Molecular Cloning:A Laboratory Manual, Sam 
brook«b ,Cold Spring Harbor Laboratory Press, 1989) iZXfi-o t~o 
[0 113] 

-T&*>*K -etl^tllniiole(Z)CDR-^^7^>f > ^^"9 >f V- £ 6 U 

;R±*C$§#-$8£0tJ LTff V\ crush and sozV&\ZT V Jbfr L20/t 10)10 

«M Tris-HC1( P H7.4), 1»M EDTA&?£lCi8# Lfc. PCRtt, TaRaRa Ex Taq (SSJg 
) Sffivv 100 /t l©SJS«^?RtC±aB©«lC*II*ibfcCDR-y97^'f >**>^ 
>fV-MBClHGPK MBC1HGP2, MBClHGP3fe <fc tfMBClHGP4£ ^ tl€ ft 1 d 1 . 0.25-M 
0 (DdNTP. 2.5U(Z)TaKaRa Ex TaqS:-&tf^#T?»frf««f*S:ftM LT94T; KX 1 # 
IS, 55-CICT 1#I3U 72TCJCT l^ia©fi«-9->f ^^5EIffV%, ££>lC50 P «ol 
e<Z)^^>f V-MBClHVSl&£>*MBClHVRl£m. ^Cfill*^ ?;i/£30[StfTo 
fc„ PCR^lC<fcUJt#Sb^DNA®rK-$:4%Nu Sieve GTGT jSV. — 7» (FMC Bio.Produ 

[0 1 14] 

421bpS©DNAKT^?:^t-^T^n-^^?:TO';> GENECLEANII Kit(BI0101 
)fcffiV^ *V h»f*©^tCfiev>DNAWr^rS:#»Ufc. W§SJLfcDNA£:n*/- 
/l/T?flfclR3i£fcfU 10«M Tris-HCl(pH7.4),l«M EDTA^M20/t UC^«?bfco 
ft fcPCRS J»«-&«J £ BamHI £ «fc H i ndl 1 1 X' ffiit 1 2> Z. t IZ <fc »J M$S b £pUC19lC 

BCHv/ P UC19^^i&bfeo 
[0 115] 

(ii) t hSjtHicDNA©tft©HiVl^©ii 

thHiCl^C r 1 ©cDNAfc3t*S1-Sfc«>tC, ±«©J:3fcUT**Lfcfc 
hafcHfcV««fcPCRiMCJ:yiM*bfc. ffe^^ v-MBClHVS2li Vf«© 
y-^-gj^rj©5'HWS:3- F-TSSIflli: n>f ^XU MoKozakn>-fc> 
-^XgB^J(Kozak,M,P>, J. Mol. Biol. 196, 947-950, 1987), Hindlllfc £tfEcoRIfg 
^SB#I£WT<£>«fc 3 fCjgffbfc. HfcVfS^c0fc#>©!&2f ^^"f MBClHVR2li 
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B2#f&3- K UApalfcJ: tfSMlMMB#J <fc e> JCKff Lfc„ 
[0 116] 

PCRtiTaKaRa Ex Taq(^r@it) ^MDNAi: U TO. 4 g©hMBCHv/ P UC19& 

JgV^ :/^-f V-i: LTMBC1HVS2J3 £ tfMBClHVR2£-£;ft^;ft5()piiiole % 2.5U©Ta 
KaRa Ex Taq, 0.25»M©dNTP&^tr&#T?&fif««iR U 94TCICT1#H 

Jf(lSLfeDNA^T^$: 3 % Nu Sieve GTG TJSU — X (FMC Bio. Products) V\£T 

# n - * >f ^m^klfr tc «fc y u . 

456bpg(DDNA^/t£^i-£y#n-;*#£ray, GENECLEANII Kit(BI0101 
# )&JSv^ *v h»f5f©«t^Jcese^DNAWr^-S:»KLfe. JfiMBl/fcDNA&x* y - 

10«M Tris-HCl(pH7.4),UM EDTA?§?£20a 1 tC^Lfco # 
tlfePCRM^M-&%$:EcoRIi3 «fc ^SmalT'M^-T £ £ ilT'MS? L fcpUC19lC1^ 
*P-^i>^U «LSKJ3*J£&£Lfc. d 3 lt#f>tlfe/N>f K- v#23-57 
-137-llzm$;-tZ>^VXHm.VMi£Z^- Ki-Sae^Sr^L, 5'HHHlCEcoRI 
^^OfHindlll^gH^mt/KozakSB^ 3' HWCApaljfci: tfSmaIfgi§mi#IS:*£o 
y^X^ K$:hMBClHv/pUC19i:^bfeo 
[0 1 17] 

hPMlififlsH^ cDNA©K#I&"£tf:79;*^ KRVh-PMl f-cDNA 2c Apal 33 J; ££Ba«HI 
iCTMftU HfcClB«&#tM)NAW#£[IfJKU Apalfc J: tfBaMHIfftHt-T £ Z. 
i:tC«fc*;f9KbfehMBClHv/pUC19JC#AUfc. i9bt^l?bfe^7X^ KfchMB 
ClHcDNA/pUC19^^ifeLfeo ^©^7X5 Rili hM:#23-57-137-l#Lft(Z>H& 
V^WthHlCl^Cr 1 Z&fr. 5* -^ICEcoRIfeitKHindHISg^gg 
#k S'-^SBJCBaBHlSSIKK^J&^O. ^^X^ KhMBClHcDNA/pUC19tC**tlSk 

h M-fb h & a- >^ 3 > - a - oi&rnmn & <fc m *r & r ^ ; ^se^i & bb#j##58 

[0 118] 

hMBClHcDNA/ pUC19 ?c EcoRI £ ^ t^BamHI T'Mfb L > # e>*l£ HgtSJ^I fc-^tfDNA 
mft ScEcoRI «fc BanHIT'i'ii'fb-f £ r t {C <fc D 9153 U £3131^ X ^ KpCOSHC 
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iAlfe. Z.O ITf^tt Mfl:jK#«D»«^5X5 K&hMBClHcDNA/pCOSl 

$ e> ICCHOjjfflflS T* 0»3S lCJS^Sfc#>G>?7*S K £ flMR-f S ^hMBClHcDNA/ 
P UC19S:EcoRIfeJ:tJfBa«HIT*?gftL/, fc&ftfcHfcK^&^tMWAtftf fcEcoRIfc 

[0 119] 

(3) s> K 

(i) FR1.2/FR3.4/W :/U y KJfi#©#l8 

U k hS-ffc©fc«)©#««©S?fll€:ffofc. CDR2ftlC&£$IISMiAflII^»T 
M&ftJffit-Sr iHZZ-oT, FRl&tf 2 lib: FR3&tf4teV?;* 

-f^XS. KMBClL(^)/ne O> S.OfhMBClL(X)/neo#10ytig?:10«M Tris-HCl (pH7.5) 
, lOmM MgC12, laM DTT, 50mM NaCl , 0.01%(w/v)BSA, AfHI (SiSit) 10U 
m-?Z>Kfon&m00tiltpT*37T;KT 1 iMbfc. 2%<g»j&T# 
U-X?)lT*m%WW>L, zf<7X$ KMBClL(X)/neo^P>6282bp©WT^(cli:i-S 
)fcj;tfl022bp©tfr#(c2h"r£), y^*^ FhMBClLU )/neofr P>6282b P ©»T#( 
hlti-2>)fe<fct5l022bp(Z)^f^(h2h-t-5) GENECLEANII Kit(BIOlOl) V> 

[0 12 0] 

0jRUfccl, h 1 Wt^T#1 * gfCc^TB AP#t3l&fTofc. DNA I:7i7 

?nn*;i/A-ettm, x# y -;i/fcfcJgT*imiKLfc^ io«m Tris-HCi( 

PH7.4), laM EDTA^lOytt UC^ft?Lfeo 

BAP^Sb^ c 1 %.Tfh 1 fc^Jl^tlh 2, c 2ISt#4 a* 1 lC&*g 

L (4-C. — 30 , *®ffiJM1093>k^> M!|IIIiatC^jR<ESILfe. 50/ig/aly 
i/fcT^U >£:^^^52XYTigMfi2«l"T?J&#U ^QIAprep Spin Plas 

■ id Kit(QIAGEN)£/§VNT7^*^ K&JftMKfbfc. 
[0 12 1] 
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Sffgfbfcy^X^ 10mM Tris-HCl(pH7.5) , 10mM MgCl2, 1«M DTT, ApaLI 

(SS^) 2U, ^fcl±BamHI(Sp3g)8U, Hindi II (SiS3&)8U Sr^^ SjRJS 
»#*20/tl*7?37TC, lB3rlffl?IHfcl/fc. c 1-h 2#lEU<3i*g3ftTV^tf, 
ApaLI t?5560/1246/498bp, BamHI/Hindl I I1?7134/269bp<Z)?gfl:WT^r*«^ C S 3 £ 

ZLtlfcfc: hFRl,2/v?XFR3,4/\>f y KJfi#Lgt&3- F^SI^^* 
-£h/>MBClLU)/neoh b£o W-c2© ? D - btlfc^o t=.<DX*. P 

UC^#-±^ffi&ATJ^HEF^?#-{C?a-^>ybfc 0 -t<Z>BU 7^7 
mU&O&^K- bMfcffifaLm.VMmZ'Stizr^ X$ KWIBClLaa./pUC19, &tfF 
# R3ftCE>91&(Kabat©M5gK: i^T < -/$E#-i§87&) S>>£-f V n >f ^>IC 

S&b£b: hMfb*nrtfcL&V^£-£*?^:*^ KhMBClLdX/pUC19«:*Mi: L/ 

[0 12 2] 

y^X^ KMBClL(A)/pUC19, hMBClLa^/pUC19^^hMBClLd^/pUC19C7)#10^g 
SrlOmM Tris-HCl(pH7.5), lOnM MgC12, laM DTT, 50«M NaCl, 0.01%(w/v)BSA, H 

indm i6u, Af in wz&m-rzR&m&msotiitpX'Bix:^ lwmmitvtz. 

KfoWLZ2%{&M&TlfU-*tf;VT*m^tfcmL, 7^*^ KMBC1L(X)/pUC19 
^b215bp(c2'), •f'yT.S. KhMBClLa X /pUC19J3 it^hMBClLdA / P UC19^e> ^tl^ 
tl3218b P (hal' f hdl')©DNA»T#&GENECLEANII Rit(BIOlOl) *m^X>f )\sfrt>m 

hai\ hdl'^$:^tl€tlc2 , Brtflc&SgU *!ifiJM109n > \?tt> MHB&lC 

T&'gm&\st~o 50A«/"ir>tr^u>&^'rs2xYT««i2«i-e»«ib, 

^•*^QIAprep Spin Plas.id Rit(QIAGEN) ^rfllV^T:/:?;* ^ F £ WIS? L/ £:„ Z. 
tl^^ttl^tl^^^^ K"/hMBClLaA/pUC19, "/hMBClLd A. /pUC19£l L/feo 
[0 12 3] 

nbtlfz.?^*^ K»/WIBClLaA/pUC19, a/hMBClLd A /pUC19$:EcoRI'T?i'HHfc b 

fc„ ■en^743b P ©DNAWT^r&2%{SSI^T^n-^^;i/-em^i&bfe^ ge 

NECLEANII KitCBIOlODfc^T^a^mJR, MflBU 10-M Tris-HCl (pH7.4) , 
1«M EmmWL20ti\lzmMLf~* 
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i-DNA»T^4 fi 1 fctu^CDBAPMLfcHEF^*- 1 * 1 fc*«U *®SJM09 
3>^>MBtt^K«»^fc- 50/tg/.lT>^S/U>«:*^*2xn«ifi2 
• 1T?**U *#H^^e»QIAprep Spin Plasmid Kit(QIAGEN) tR^X??* ^ 

[0 12 4] 

Kft, 20mM Tris-HCl ( P H8. 5), 10mM MgC12, UM DTT, 100 
.M KC1, HindIII(S?@^)8U, Pvul (S»»)2Ufe**-r «fi*«^*20 a 1 *T*3 
7T5K:Tl*IPI«Mfcbfe. W^r*jEUV^WKl*Aa*lTV>*itf5104/2195bp, £ 

amU**^- Z*l6ft**l**lVf^rai,2/t:bFB3,4^>f^yy K«#L 
^£3- K^"** 3 *^^ #-£m/hMBClLa;i/neo % m/hMBClLd * /neo£: Lfc. 
[0 12 5] 

(ii)FR 1/FR2/W V Ktrtfr©f^38 

CMlrtK:*«SMBI«Wf«ttft«I««ii:C*oT, PrtHCFRlfcFR2©A>f 

KMBClL(X)/neo&tfh/-MBClL(X)/neo©#10A«&l«WI Tris-HCl (pH 
7.9), 10-M KgC12, UM DTT, 50.M Nad, O.OlX(«/v)BSA, SnaBI 6 U 

««RJSa-&«20#cl*TfS7T3K:Tl*H»fl;b*:- Tris-HC1( P H8 

.5), 10«M MgCl2, 1-M DTT, 100-M KCl, 0.01%(w/v)BSA, Pvul 6Umt« 

KJSiB£«50jtt ltpT^37r &CT 1 ©Sift bfc 0 

/n eo^e,4955b P (.l)^<kt52349bp(^), Kh/-MBC1L(1 )/»eo^&4955bp 

(h«l) J: 2349b P (h»2) ©#DNA«itt & GENECLEANI I Kit (BI0101) *m^T¥)Vfr 
£>tSJK. ««U 10«M Tris-HCl ( P H7. 4), 1«M EDTA»*40/t UC*£«?bfc„ 
[0 12 6] 

>hiwc*f««ufc. 5o«/.ir>if^y>i:«i-*2xrowtt.nf«« 

U ***##&QIAprep Spin Plas.id Kit(QIAGEN) fcWV^T >^ * S KfcWK 
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mWZVf~&-7^*^ F£, 10«M Tris-HCl(pH7.5), 10mM MgCl2, 1«M DTT, Apa 
I (S?@3£)8U, g fcttApaLI (S?@5t)2US:^-r & Rfcm&W&O U. 1*T*37"C iZT 

i mmmitisfc* 

#»T>i^iEb<5t*gStlTV^4xtf. ApaIT*7304bp, ApaLIT*5560/1246/498bp(« 
l-hm2), ApaIT*6538/766b P> ApaLlT?3535/2025/1246/498bp (hml-«2) <D$H4kV$\ 

MD^r £tc <fc -f^xs. Fomu&fi ofeo rti^Sr-eti-^tut hFRl/ 

V?*FR2,3,4/W:/D y Ki#Li?:n- F^S^HS!'** * ~ £hmmMBClL( X )/ 
neo, v^^FRl/H hFR2/V^^FR3,4/N-f y; ^/ FtftftLfcS: 3- F-TS563I 
#-£mh«MBClL(;i)/neo£ L,fc„ 
[0 12 7] 

t hMft#23-57-137-lK#:L^S:. PCR& (C J: £ CDR- 7 -r W >^*tCj; 
§gbfc„ t: hta^HSU03868 (GEN-BANK, Deftos M^.Scand. J. Iuanol., 39, 95 
-103, 1994)ffi3R©FRl, FR23S <k FR3, Mtf ICK h#t#S25755(NBRF-PDB) (&3fe© 
FMZm~?Z>t. hMfb#23-57-137-im^L^ &") <D^m<Dt^iZ 

6 <g (dpcr^ ^ >f v - & mm h tc = 

CDR- fyV 1 r^y f fzf ! y4^- MBC1LGP1 (ffl#l##29) & Tf MBC1LGP3 (B2#I##3 
0) -fe > * DNAffi^rj £ U ^LTCDR^^-f^^^fV- MBC1LGP2 (K#f 
##31)^.^MBC1LGP4 (fg^J^-^32) 7 > ^ "fe > * DNAgE^J fc^t U -t b T -t *l 
n^^>fV-(3DM«lCl5^e)21bp©ffi«^S2^I«:^-rS„ ^ffl^9>f V-MBC1LV 
SI (gH^!J##33)®:t) f MBClLVRl(IB^J##34)liCDR^^ 7 -r->f > -Y V-MBC1L 

GP1#;T*MBC1LGP4 h * =E □ i? - £ ^ "T £ . 
[0 12 8] 

CDR-^^-rW yffzf^J V-MBC1LGP1, MBC1LGP2, MBClLGP3fe <fc #MBC1LGP4 
ttJR3R3IEffi3i<U 7 * U ;i/7 5. F$*;i/S:J8V*T#JKl/ (Molecular Cloning: A Labor 
atory Manual ,Sambrook , Co Id Spring Harbor Laboratory Press, 1989), ff 71/ 
7^£>(E>jftffi& crush and soak^ (Molecular Cloning:A Laboratory Manual, Sa«br 
ook£>,Cold Spring Harbor Laboratory Press, 1989) KIT £fo t~ 0 
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*U;P7^ KW£#«U B»©^^S©DNAWr^r©H3t€:S/U*^»*« 
±T*^*RSfigl*bTfTV^ crush and soak&iCT ¥ /l/fr £ EUR b20 KD10-M 
Tris-HCl(pH7.4), 1«H EDTAt§?ftlCig«f bfe. 
[0 12 9] 

PCRtt, TaKaRa Ex Taq (SMit) fcJBV*, lOO/i l©jRjS3S^»lC±8a©«t-W 
$SJbfcCDR-^7-r>f >^7-f V-MBC1LGPU MBC1LGP2. MBC1LGP3& «fc tfMBCl 
LGP4$r^tl€tll/*K 0.25mMCDdNTP. 2.5U©TaKaRa Ex Taq&^tr&fr^3fcf*« 
**fc«iLT9«:K:Tl#IBk 55TC»CT1*H, 72^CtCT 1 #W©»*1M * 
^T?5IBtfVV -©fij»a^«K:50i«le©^»y9>f^-HBClLVSl*tWBCim 
1ft**., SfeK:HDa«*-ffiI/-e80iaiRJ»a*fe. PCRttKlJ:y*«LfeMA 
|0Ttf£3%Nu Sieve GTG7#P-*(FMC BioJ>roducts)&J8V*fcT2fn - 

[0 13 0] 

421bpft<ODMAif^ft«i-«r^n-^ft«*y. GENECLEANII Kit(BI0101 

ftB«HIfeJ:tBIindIIITf»fti-eifcCJ:y«»bfepW19JC*^n-->y 
U «»B»afe*ftbfe. riLtfffeftfe^^^ K&hMBCL/pUC19fc#£b 
fc„ b^b«5^e>CDR4<O104&(Kabat©S3£K:J:Sr5 yfift#^96^) <Z>7^/ 

T-HKlLGPlOR(B»0#9S5)ft«ltb, ^*Ufc.PCRttTaKaRa Taq(S»3ft) & 
fflV\ 100^1©SJE5»^*K:«fS[DNAi:bT0.6Mg©^X^ FhMBCL/pDC19, ~f 
9^V-hbTMBClLVSlS.^MBClLGP10R$:^tl^n50p«ole > 2.5U©TaKaRa Ex T 

aq(sa3e)o.25rfffldirn»&*tr*fr-e*f*©««**«ffl bT50 ^ 

jfLTMTJCTiaW, 55X3 KIT 1*M, 72TCICT 1 ^^©^t>f * J/TfSOH 
ftofc. PCR«CJ:y*«bfcDNA||fft«:3% Nu Sieve GTGT — (FMC Bio. 
Products) £Jg^£7#0-:* K * *J #^6 V f ~ ' 
[0 13 1] 

421b P ft©DNAWrMfS:** , t*T3tfa-^>t«:«JRy^ GENECLEANII Kit(BI010i 
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M13 Pri.er M4^ =y A V -&tfM13 Priner RV^^>f V- £M ^ T i£*g2#J 5: 
^bfe^, IEL^gH^J$:#^^^^-e^^©T\ CKD:/^*^ FSrHindlllfe 
.Ji^BlnlTM'ftb, 416bp©^$: 1 %T^D-^^f;i/m^»rfCj;*J^!lllt^ 
0 GENECLEANII Kit(BIOlOl) 3f V h8$tftf>fll#lC^DNA#T# % 3ff§g L 

„ W^tlfePCRM^^?: Hindi life ^^Blnl-eM-reriKCj: yilgtt^ 
FC A/pUC19lC#Ab. ^^X^ KhMBClLa^/pUC19i:^i&bfe 0 ZL©^ 
F$:EcoRlMftL, t hSffcLi^n- Ki-^SB^I$:^tfgS^I$: ^"^^ ^ 
# FpCOSHc#au EFia^n^-^-rorJIlct hafkLt©i^=i F>*W 
f £<ke>}CL£ 0 LT#e>tlfe^^7.^ F£hMBClLaa./ P COSl£:iSr£,b£,, 

[0 13 2] 

/^'-^3>"b"$:PCR^^C<fc^^M#A$:mv^T#igLfe 0 >'^'-^a>''b''T* 
«43fi(Kabat©^{C i67 ^ ,/ ^##43&) © ^ U S/ > S: :/U U > IC, 49&(K 
abat©^tCj;^T^ y^#-^49&) (Z) U £ 7XA'5 3 s >®E«35t-& «fc 5 
IZ Sff L . ^ MBC1LGP5R (BB?[J#-if 36) il^5>f7- MBC1LVS1 (C 

^ £ U^X^ FhMBClLa;i/pUC19£^Mh LTPCR&frV\ #e>*l£DNA$T£r$:Ba« 
Hlfc.fctfHindlllT'M'ffcU pUC19CDBa«HI , Hindi I I&S& ICI^* P - — > 9 L 
. &SBJ#!fcj£#L MIS»lgHindIII^J:tJPAflin?m'ffcb, Hindlllfc <fc tfAf HI 
-£ffiik L fehMBClLa % / P UC19 £ L fc„ 

Zl e> l/T#£>*l£:^X^ F£hMBClLb;i/pUC19£ U CICD^^X^ F£EcoRI 

T-MiU t: hMftLglSrn-K-rSDNAS^tfWr^Sry^^^ FpCOSlfc^AL 
, EFla:/o^-#-©T^lcfc FMfbL^©^^n F^*^fi-rs«fc^lcLfc 
o 3 3 LTmbtlt-Zf^*^ F$:hMBClLbX/pCOSli:^ifetfe„ 
[0 13 3] 

A - *; a y " c " £ PCR& fC «fc S A & J8 V * T b fe 0 A—i?a y" c "T? 
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W«ftbfc. JEMJR^9>f7-MBClLGP6S(B!^J#^37)4:y9>fV-M13 Pri-e 
r RVlCi:*;^^^^ KhMBClUX/pDCig&ttSfcbTPCR&ffV^ ft&ftfcDNAlW 
#£Ba«HIfc«fctfHindIIIT*Mfl:U Ba.HIfc <k Hindll IT'ffifttZ Z £ K £ U M 
SgbfepUC19tC1?-^^ — >^bfco 

i&mUPmfe^ «»**B»tPIfiJ:lJEAor51Hnf»ftL, BstPIfe J:tf Aor51HI 
^MftbfchMBClLa;i/pUC19fc3g*gbfc. i 5 bt# e>*lfc-/:7* ^ F&hMBClLc 
a/pUC19£:U d©^*^ Ffc*H8»*EcoRI?gfcU KhfiftUfen-K 
■T&BI^I&^tfBB^JS:^^^ KpCOSl©EcoRI«S&lca*AU EFla-Zd^-* 

^^X^ FfchMBClLcA/pCOSlfcifri&bfc. 
[0 13 4] 

;t-V=i >"d" "e" jfcXJTf" &PCR»KJ:*£J**A&Ev%Tf£»bfc. 
^-^a^&AmCa" , "b" , " c" A-i/'a ><D91&(Kabat<£>£i/tlC J: 

MJ^^^>fV-MBClLGPllR(g2^J#^38)i:^ , ^>fV-M-Sl (SB^J##44) lC<fc»J 
-en-ftlhMBClLa^/pCOSl, hMBClLb Jl /pCOSl, hMBClLc 1 /pCOSl £ SSS £ bTPCR 
fcffV^ »e,tlfcDNA«T^&Ba«HIfe«fctJfHindIII-emflSb, Ba«HI^ J: tfHindll I 

, Hindlllfe^tJtBlnlT-mftU Hindlllfc «fctfBlnIT?rafl;-*-* ' £ * 'J^SSbfc 

c^/puci9i:^bfc 0 

bT»e>tlfc^^^ FS:«|JChlIBClLdX/pUC19, hMBClLe X / P UC19, hMBC 

lLf ^/ P UCl9i:bfco itifc©:^** K&EcoRiftlfbU thSftLi^n-F 

^£gi?U£^frBS#!£^*^ FpC0Sl©EcoRl8P&JC#AU EFla^D=E-^ 

-airmen hSflsL«oKi*&3 F>A*^si-s«fee)icbfc 0 bx#e>4xfc 

^9 * ^ F £ -etl^tl0JChMBClLd X /pCOSU hMBClLe Jl /pCOSl, hMBClLf X /pCOS 

linfr£bfc. 

[0 13 5] 

A-S/"3 >"g" rJ'h" £PCR&fC<fc£^#l#A : &JSv>TflMg[bfc 0 
^a^&JElCa" , "d" /t-5?s>©36(fc(Kabat<Z>«j£ICJ:*7 5 ./fifc#-^ 
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• 



36m ©k^s^&^ns/^tcsex-rsj^jciRff-Lfc. ^hm^-tv-mb 

ClLGP9R(ge#[#-^39)35«J:tfM13 Primer RV£^-f V- £ ITM^T, hMBClLa 
/l/pUC19££§M£: bTPCRfcffV^ f#^tl^PCRB^i:M13 Primer M4$r^^-fV 
— t. btfflV^t, ^^X^ KhMBClLa */pUC19&^M£bT 2 £lCPCRS:f?ofc. 
#£ftfcDNAJtf#£HindIII;fc£tfBlnIT*MftU Hindll l£ <fc tfBlnl-efttffcf 5 

ZL^TS^bfc:/^;*^ KC x/puci9lcif^^n-n>^Lfco z.<Dzf=y^K 
FSr^Mi: IT, 4 V-MBClLGP13R(gj}#J##40) £MBClLVSl$::/^-f £ 
bfePCRfeffofc. f^ftfcPCRm/i fcApalfc J: tfHindll-eM-ffc U ApalfcJctfHi 
ndl 1 1 X'fflit b ^ X ^ KhMBClLa X / P UC19 £ <fc hMBCILd A. /pUC19(C^A b 
# . &gl!#I£&j£U !EbV*6B#J&-£tf:79*^ K£)Efc:WlBClLga./pUC19fc«i: 
££hMBClLhA, /pUC19il b, ZLH h(D^^7s ^ K&iWIS#jREcoRI?|Hb U t Mft 
L^$:=i- K-r^SH^JSr-g-tfSH^JS:^"^^^ KpCOSl(E>EcoRIg|$'gr lc#A t, EF1 

hXm^tlf^^^^ K £ ■€■ tl tlJW K hMBClLg X /pCOS 1 33 «fc hMBClLh A /pCOSl 

[0 13 6] 

/\*-^3>"i" , "j \ "k", "1", "m" , "n" o" £PCR&K1 

J;5£|M*A«:JBV>Tfe(Rbfc. 3E^S^9>f V-MBC1LGP14S(BB^J#-&41) £7" 
^f7-VlRVU)(Bi#[#-£43)JC«i: U^^X^ KhMBClLa X /pUC19£##M£ bTPCRfc 
*?VV #e>tlfcDNAWi^rS:ApaIfiJ:tJtBIiiI-ejgfl:U ApalfcitfBlnlT^MS-te 
ifcJCj: >JHSbfe^7X5 KhMBClU^/pUC19lC-try^D-^>ybfe= 
BJTflSWS&fTV*, -eti-?n©A-s;a >tc>ttlSLfe3Eli« c 3S»AS4xfe^ 0->& 
M#*b£. bt^&nfc^^^^ KS:hMBClLxX/pUC19 (x= i, j, k, 
1, m, n, o) £:U ZL<Dzf^*$ KfcEcoRlMttU tMLj|S:3-K 
-rsiB^JSr-^tJBB^IS:"^^^^ KpCOSl©EcoRia$&tC*AU EFla^P^-* 

-(Drmzt. hMithmnmftn K>#ftgt-£«fce>jcbfc. re> bT#e>*i£: 

^ KfchMBClLx* /pCOSl (x=i, j, k, 1, m, n, o) h-fa&Lf- 
. /1-^H>"j" , "1" , "m" tS£Tf"o n 0Di£*S#J (MfSt- -5 T ^ 7 Wl* 
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©7^ ySJ^#J&-€-*i-€*iIB#l#-£48, 49 ^ 5(K 51tC7 *^"° 
[0 13 7] 

j" , "m" , "1" £fcte"o" ©7^ ,/$BS#J©87&<Z>^n2'>£>f VP>f5/ 
>lcS&bfcA-2?3 FR3|^JC&*iHK#*Aor51MI9JW»ffiS:^JfflL' 
T, ^-J?a>-h" fc, #A-3?s2/"i- . "j\ "m- , "1" tfciro" 

ILx^/pCOSl (x=i, j, m, 1, o) CDR3ifetfKlFK3©-*&t;FR4&* 
mor51HlWr^514bp&»S. - ZWbJJI^XS KMBClLh* /pCOSl*, CDR3& 
tfK!Fia©-»&tfmfc*mor51HI»^r514bp€:o<fc^rfcJCJ:y91ffi (Kabattf) 
^Sic<kST^ ^^##87^) (D^ni/>^-f \su4i/>£te& <ke>lcbfco % 

#^t-s;a>-i- , - j" , -m" , "I" SAlTo" ©91 
ffi (Kabattf^JfelC <fc * T 5 -/ l&##87&) n 2/ >#>f V 0 >f 2/ > lCg&3 *l 
fe^n->&»«U ^"r«^-s;a>S:*n-?*i"p" , "a" , "s" , "r 
" fcj:tf"t" ill/, ^^tlfc^^^^ KSrWIBClLxX/pCOSl (x = p, q, s, 
r, t) i:**bfc. /t-*s2/"q" , -p- > "s" S^tTf (Z>ttStt*l ( 
MJS-tST^^m^^t?) €:*n^tlK^I##71, 72, 73. 74JCa*f. 3 
tl&a>#^-S?S>©7* /M^&-t<X-?*lS!*I#'»52, 53. 54, 551C^-T„ 

KhMBClLqX/pCOSl&HindlllteitJPEcoRI-emftL/. Binding .fctfEc 
oRITf}|HtLfc^9;*S FpDC19iCiJ-^f a-->^U y^X^ KWBClLqX/pU 
C19fcifr£l/fco 

[0 13 8] 
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[0 13 9] 

m*P. Yit^u-yy. p&7uv>. K&vt/y. vitrtvy. d&t*a'^ 
*r>m> I y n >f i/y Jtiffi", 

[0 14 0] 

BulB^X^ FhMBClHcDNA/pUC19^3<fct>*hMBClLqA/pUC19$:^-r^>^:J® 
^(^Escherichia coli JM109(hMBClHcDNA/pUC19) £ <fc XT Escherichia coli JM10 
9(hMBClLqA/pUC19)ilbT. Xi8fK4^X^lSfl^ff (OTo<ti 
MlTgl#3f) (C. 3f^8^8^15 0lC, Escherichia coli JM109 (hMBC 
1HcDNA/pUC19)(CO^T(£FERM BP-5629, Escherichia coli JM109 (hMBClLq3./p 
UC19)(CC^T(iFERM BP-5630£ Ity^X h^J(C^-3£ffl|g$Wft 2 tlX^ 

[0141] 

(5)C0S-7ffiJ&s\<D h7>X7i^i/a> 

/\<f7V v Fttfois&ZfM hMft#23-57-i37-iffi#©ffiJ|Cj^iaM£a3«fctf't»*n 



ffif£# 2000-3062496 




1 1-192270 

Wtffitstft, «rss»a^9^5 Kfecosr-7»«n?-iittK:**a*fc- 

t^LlA^U v Fa*©-3itt»33l-e^ **** FhMBClHcDNA/pCOS 
1 £ h/mMBCIL ( 1 ) /neo, hMBClHcDNA/pCOSl -/hMBClLa a /neo, hMBClHcDNA/pCOSl 
iim/hMBClLdX /neo, hMBClHcDNA/pCOSl ^hm»MBClL( X )/neo, * fchMBClHcDNA/ 
pOOSli:-lirtBClL(a)/»eoi:<©tt*#*>*ft. Gene Pulser§£S (Bio Rad)$:«V> 
X x 1/ ^ h n jK 1/ - ^ a > C * U C»^7«Itt C H A b fe . PBS (-) * C 1 

Xl07$HIS/-l©m^S-eM^tlTVN2>C0S-7M0.8-HC, #^9*5 KDHA 
lOngfciBiL, 1,500V, 25/iF©»m**KiT*;i/:**#*.fc. MCTio^M 

©m^»ra©^> XV/ ^hn^i/-i/a>«aanfeiii«ifc2%<Duitr«Lo. ig 

Gi?^te^JlllW(GIB00)&**'r6DMEM«*«[(GIBC0)JC»*U 10c.^*m£fS 

t ha-ffc#23-57-137-l*t#©-3itt»33l-ett. **** KHffiClHcDMA/pCOSlk 
hMBClLxa/pCOSl (x = a~t) ©V%f*l*»©»I*^*>**G«e Pulser*£g(Bio 
Rad)&«v*T, !5IBA>f * K«#©»^fcH#©*«K* »JC0S-7*«HC h 

fgtt, AffiGel Protein A MAPSII*^ h (BioRad) V^, * ? h«f (Z>#V£lC 

[0 14 2] 

(6)ELISA 

(i) ffiftmm&mfe 

fii#««ajfc©fc«)©ELISA^l/- h£fc©J:-5lCLT!H»bfe. ELISAffi967X 
^U-KHaxisorp.HDNCXD^feHWflS^V^T-CO.lM NaHCOS, 0.02% NaN3 
)Tfl Mg /.l©««K:|l»bfe^^t:hIgG^(TAGO)100/tlTHffifl:U 200 
,il©*^»77-(5IM Tris-HCl, 1-M MgCl2, 0.1M NaCl, 0.05% Tween2 
0, 0.02% NaN3. 1 %^jfc»T^^5 > (BSA), P H7.2) t^D^>» /N 

56 »2 0 0 0-3 0 6 24 9 
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^Ui^X4 y*r=LS<- b LPBS-Tween20T?Sfct£gL TJl>lJ U 7 * * 7 r # -If IS 
^^rtftfc MgGm^(TAG0)100itil$:JPAfco 1 B#fS^iStCT>f h LP 

BS-Tween20"e^^CD^ l«g/ml ©Sf^ (Sigmal04, p - — h D 7i — il/U > 
m. SIGMA) &DDA> ^CtC405n«-ro»R^SS:V>f ^n^l/- h U-#-(Bio Rad 
)T*«!j£Lfe. 3iraJ5£©*#>**- Fil IT, Hu IgGl A. Purified(The Bindin 
g Site)£/gV^ 0 
[0 14 3] 

ffiM*£-£$l5£©fc«>©ELiSA:7*u- rk<D£oizVTm%iLt-o elisaj§96 

# KzfV- h©#«SBffifl:A9 77-tl /tig/«l<Z>^tCiH«fLfcfe hPTHrP(l- 
34) iooa l-esffiffcu fee 200*tl©#J&Ay 77-f^ny^>^©t, A>f^ 
y y K^tfr*fcttt hMib^*&^S*fcC0S-7||iilfi©«§|_tlt*>Sv^ttf||» 

y3c=LS<- b bPBS-Tween20-e^^^, TJliJ ';7*X77*-^^^t 
MgGmtt(TAGO) 100/*l£;&0;L£o gfi£T>f >3f a'*- h LPBS-Tween20T??Sfc 
j^©^ 1 ■g/«l©3IR»»[(Sig«al04, p-^h07i-;i/'J>i, SIGMA) 5: in 
^{C405n«T<Z)l®y6S$:V^^n^ , l/- h U-^-(Bio Rad)T*M^ bfe 0 
[0 14 4] 
(7)?gf£?«» 

(i) hM-fbH^CDM 

£PTHrPj£<j§r£g#|^T*&o/=:. ZL©^m», H(ftV«*©tbaEflStt^-S?a 

©H^£ U«Lfc 
[0 14 5] 

(ii) /\>r 7*y*; Km#©?stt 

(ii-a) FR1, 2/FR3,4/\-f :7*U y Kftitt 

L^7W«MBClLU)©t§-£\ ?gftte£<|g«)<b*lfc^o£:#. ■/hMBClLaAfe 
SV%tt«/hMBClLdA©»^i*V^nti^^9#23-57-137-lSt^i:H^©3|g-&?gtt 
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[0 14 6] 
(ii-b) FRl/FR2A>f :/U y KJfift 

Lfcff-h^BClLU)©*^ ?gtttt±<«tt&*lfc#ofc#, hmmMBClLU)© 
[0 14 7] 

(iii) t hMitffi&<nfti& 

"o" , "q" > "r" . " s " , "t" SttSU hiftWi^P^^iill 
^CDPTHr P*g-£fg£^b£o 

[0 14 8] 
(8) C H O 5RJtK*»«l*©«rit 

flg(DXBllHC^ALfc = 

ClHcDNA/pCHOl £ hMBCIL- X /pCOSl * lihMBClHcDNA/pCHOl hMBClLq % /pCOSl % 
SV^tthMBClHcDNA/pCH01^:hMBClLr^/pC0Sl©«*^to*^?. Gene P«lser^1fi(B 
io Rad)£MV%Txl/? h U jK I/- S/ a > K & y CHO«HflglCH^M#A htc * 
MftOl&tL** ^-&«aiS»3RPvuIT^JWTL/TEIftDNAK:U, 7 ^ / - ;i/ £ 
tf*nn*/i/2>#ifflfk x^y-^tfeJRTDNA&lSJRb, hnsKU-S/s 

>lCB^fc. PBS(-)*£lxl07 «Jfi|/«l©IHJfi»K-e»»S tlT V^SCH0««|0.8 
■11C, «^9*3KDNA lO^gfcitlX., 1,500V, 25/iF©»*«K:T/*/l/:*«:£ 

MKiTio^n<oia««iai©ii. xi/* hn#i/-5/s>»*sftfcMi 

£10%?S/JB&JM»(GIBCO)M. MEM-a^*(GIBCO)lCl»»L/, 967X^1/- h(F 
alcon)fefflV^C02 >f>*a^-*-KlT«*Lfe. *«W»«HK1, 10%* J/ 
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J^jftlM(GIBCO)&<ktf50Omg/mltf)GENETICIN (G418 Sulfate, GIBCO) 8s#tK U 
tf?*? U**/ Kfcitf^rt-^fS/yjKJt* K^MEM-aig*fe(GIBCO)<D^ 

iS&M£ELISAK:Tffi#jg£*£8»5£U ffi#M£flB©it^*llUIB&3g»!ILfc. 
[0 1 4 9 ] 

tra Low IgCj? S/JB&%llil?f ^JD, U * l/* S/ Kfc J: tf^*-* U Jtf* ? 

K^-g-MEM-a^$:Mv>T, ^M^fii&ffofc. 3 & v^ l 4 b b icig#_t 

mZm&L, 0.2 /i*<D 7 4 (Millipore) iZ <fc *J iMAS^/i L fc„ C 

H0M©^#±tA^Ol: hSM#©i!Stt, POROS^U-y-^ >A:fc9A (PerS 
eptive Biosystens) £ffiV*T> ConSep LC100 (Millipore) iZT&tt&f&Jjfcfe 

*^?sfe(D^feci:^^;i/^^Ajfa^^^;i/i&%T'©^^ic« 

[0 15 0] 

KiWllBI*R0S17/2.8-5|HljaS:ffiV^Tffofc» t-&fc>t>, R0S17/2.8-5jfflJB8&. 10% 
^Jg&^jfil?t (GIBCO) £-^&Ha«' S F-12igi& (GIBCO) tflCT. C02 -< > =5f n. /< - # 
-T*t%%Lf=. B R0S17/2.8-5^Bfla^967X^l/- htC104 M/lOO n l/K^W^ 
#1 HRUSffcU 4mM<2Hydrocortisone£10%4^I£lM £-£frHa«' S F-12igife(G 
IBC0)tC^iR-r*- ££iC3fcV>L4 ammm,fc&. 260/*l©Ha«*S F-12Jgifi( 
GIBC0){CT&#U 1 «M©^ V^;P-l-*^;P^-9->^>(IBMX, SIGMA)fc£tf 
10%®4^J&lfil?f £10«M(DHEPES£^fr80//, lCDHaa* s F-12£j&n3:, 30^^37-0 

[0151] 

felO/ig/«l, 3.3/xg/«l, l.l/ag/«l;J3.fct*O.37ittg/«l<0», 10yttg/«K 2/tg/Ml 



ffi!E# 2000-3062496 




1 1-192270 



, 0.5/*g/«l;£J:tf0.01/ig/mltf)^> £fcl£10/tg/"K 5/ig/uU 1.25/ig/«U 0. 
63/cig>lJ5<i:tf0.31/ig/«l©S¥JC©pg^RU 4ng/«ltC»3SL/fcPTHrP(l-34) 

#tS#hPTHrP(l-34)©ffi-&?R80/t l&#5tlC»ilIl/fc. #}fitt<Z>M 
j»»Stt±IB«if*»fi©4^© 1 lCfc»J, PTHrP(l-34)©««l*lng/«HC«i*. 
10#IMfifcT*i3Lfc«, ig#±?f£:«fT, PBSICT 3 B«fci*Lfc 100 
/tl©0.3%J&H95%x* y -;WCT*OBft©cAMP&ttfii-r£. TK^TXkfl/-* 
-ICT^^* y cAMP EIA kit (CAYMAN CHEMICAL' S)tfM ©EI A 
/iy 7 7-\2Qv, l&^flHL cAMP$: fl&M. cAMP EIA kit (CAYMAN CHEMICAL'S)^ 
tf©^{Cfi£oTcAMP£$l5£b£o **9ffif*fcH*©flt«t*ir&&# 

[0 15 2] 

[3gf8©3&nn 

iftjRHJlHaH&Jfitttt # ^ is 9 Altt^#J tbttfflTfftS. 
[0 15 3] 

SEQUENCE LISTING 
<110> CHUGAI PHARMACEUTICAL CO., LTD. 

<120> Therapeutic agent for treating drug-resistant hypercalcemia 

<130> P99-0284 



2000-3062496 




11-19227 



<140> 
<141> 

<160> 75 

<170> Patentln Ver. 2.0 

<210> 1 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 1 

aaatagccct tgaccaggca 20 

<210> 2 
<211> 38 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 
<400> 2 

ctggttcggc ccacctctga aggttccaga atcgatag 38 



ffiIE4$ 2000-3062496 
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<210> 3 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 3 

ggatcccggg ccagtggata gacagatg 

<210> 4 
<211> 29 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 4 

ggatcccggg tcagrggaag gtggraaca 

<210> 5 
<211> 17 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 



28 



29 



mil4t2 000-3062496 




<400> 5 

gttttcccag tcacgac 

<210> 6 
<211> 17 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 6 

caggaaacag ctatgac 

<210> 7 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 
<400> 7 

gtctaagctt ccaccatgaa acttcgggct c 

<210> 8 
<211> 30 
<212> DNA 

6 3 




17 



31 



mUft 2000-3062496 
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^213> Artificial Sequence 



<220> 

<223> Synthetic DNA 
<400> 8 

tgttggatcc ctgcagagac agtgaccaga 

<210> 9 
£ <211> 36 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 9 

gtctgaattc aagcttccac catggggttt gggctg 

^ <210> 10 
<211> 41 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 
<400> 10 

tttcccgggc ccttggtgga ggctgaggag acggtgacca g 

6 4 



36 



41 

ffiffi#2 000-306249 
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<210> 11 
<211> 109 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 11 

gtctgaattc aagcttagta cttggccagc ccaaggccaa ccccacggtc accctgttcc 60 
cgccctcctc tgaggagctc caagccaaca aggccacact agtgtgtct 109 

<210> 12 
<211> 110 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 
<400> 12 

ggtttggtgg tctccactcc cgccttgacg gggctgccat ctgccttcca ggccactgtc 60 
acagctcccg ggtagaagtc actgatcaga cacactagtg tggccttgtt 110 

<210> 13 
<211> 98 
<212> DNA 

<213> Artificial Sequence 



fflIE# 2000-3062496 
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<220> 

<223> Synthetic DNA 
<400> 13 

ggagtggaga ccaccaaacc ctccaaacag agcaacaaca agtacgcggc cagcagctac 60 

qo 

ctgagcctga cgcccgagca gtggaagtcc cacagaag 

<210> 14 
<211> 106 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 
<400> 14 

tgttgaattc ttactatgaa cattctgtag gggccactgt cttctccacg gtgctccctt 60 
catgcgtgac ctggcagctg tagcttctgt gggacttcca ctgctc 106 

<210> 15 
<211> 43 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 
<400> 15 



000-306249 




# 5p 11 — 19 2 2 
gtctgaattc aagcttagta cttggccagc ccaaggccaa ccc 43 

<210> 16 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 16 

tgttgaattc ttactatgaa 20 

<210> 17 
<211> 39 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 
<400> 17 

caacaagtac gcggccagca gctacctgag cctgacgcc 39 

<210> 18 
<211> 39 
<212> DNA 

<213> Artificial Sequence 



2000-3062496 
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<220> 

<223> Synthetic DNA 



<400> 18 

gtagctgctg gccgcgtact tgttgttgct ctgtttgga 39 



<210> 19 
<211> 46 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 19 

gtctgaattc aagcttagtc ctaggtcgaa ctgtggctgc accatc 46 

<210> 20 
<211> 34 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 



<400> 20 

tgttgaattc ttactaacac tctcccctgt tgaa 34 



<210> 21 



ffiSE^ 2000-3062496 
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<211> 35 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 21 

gtctaagctt ccaccatggc ctggactcct ctctt 35 

<210> 22 
<211> 48 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 22 

tgttgaattc agatctaact acttacctag gacagtgacc ttggtccc 48 

<210> 23 
<211> 128 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 



ffifE43 2000-3062496 
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<400> 23 

gtctaagctt ccaccatggg gtttgggctg agctgggttt tcctcgttgc tcttttaaga 60 
ggtgtccagt gtcaggtgca gctggtggag tctgggggag gcgtggtcca gcctgggagg 120 

1 28 

tccctgag 



<210> 24 
<211> 125 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 
<400> 24 

accattagta gtggtggtag ttacacctac tatccagaca gtgtgaaggg gcgattcacc 60 
atctccagag acaattccaa gaacacgctg tatctgcaaa tgaacagcct gagagctgag 120 

125 

gacac 

<210> 25 
<211> 132 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 



<400> 25 



ctaccaccac tactaatggt tgccacccac tcca B cccct tgcctggagc ctggcggacc 60 
caagacatgc catagctact gaaggtgaat ccagaggctg cacaggagag tctcagggac 120 



7 0 
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ctcccaggct gg 132 

<210> 26 
<211> 110 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 26 

tgttggatcc ctgaggagac ggtgaccagg gttccctggc cccagtaagc aaagtaagtc 60 
atagtagtct gtctcgcaca gtaatacaca gccgtgtcct cagctctcag 110 

<210> 27 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 27 

gtctaagctt ccaccatggg gtttgggctg 30 

<210> 28 
<211> 30 
<212> DNA 

<213> Artificial Sequence 



ffifElf 2000-3062496 




<220> 

<223> Synthetic DNA 
<400> 28 

tgttggatcc ctgaggagac ggtgaccagg 

<210> 29 
<211> 133 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Synthetic DNA 



<400> 29 

acaaagcttc caccatggcc tggactcctc tcttcttctt ctttgttctt cattgctcag 60 
gttctttctc ccagcttgtg ctgactcaat cgccctctgc ctctgcctcc ctgggagcct 120 

133 

cggtcaagct cac 



<210> 30 
<211> 118 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Synthetic DNA 



<400> 30 



ffi|E# 2 000-306249 
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agcaagatgg aagccacagc acaggtgatg ggattcctga tcgcttctca ggctccagct 60 
ctggggctga gcgctacctc accatctcca gcctccagtc tgaggatgag gctgacta 118 

<210> 31 
<211> 128 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 31 

ctgtggcttc catcttgctt aagtttcatc aagtaccgag ggcccttctc tggctgctgc 60 
tgatgccatt caatggtgta cgtactgtgc tgactactca aggtgcaggt gagcttgacc 120 
gaggctcc 128 

<210> 32 
<211> 114 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 
<400> 32 

cttggatccg ggctgaccta ggacggtcag tttggtccct ccgccgaaca ccctcacaaa 60 
ttgttcctta attgtatcac ccacaccaca gtaatagtca gcctcatcct caga 114 

<210> 33 



ffilE4f 2000-3062496 
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<211> 17 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 
<400> 33 

acaaagcttc caccatg 

<210> 34 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 34 

cttggatccg ggctgacct 

<210> 35 
<211> 75 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 



17 



19 



miE# 2000-306249 
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<400> 35 

cttggatccg ggctgaccta ggacggtcag tttggtccct ccgccgaaca cgtacacaaa 60 
ttgttcctta attgt 75 

<210> 36 
<211> 43 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 36 

aaaggatcct taagatccat caagtaccga gggggcttct ctg 43 

<210> 37 
<211> 46 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 37 

acaaagctta gcgctacctc accatctcca gcctccagcc tgagga 46 

<210> 38 
<211> 111 
<212> DNA 



ffilE# 2000-3062496 
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<213> Artificial Sequence 



<220> 

<223> Synthetic DNA 
<400> 38 

cttggatccg ggctgaccta ggacggtcag tttggtccct ccgccgaaca cgtacacaaa 
ttgttcctta attgtatcac ccacaccaca gatatagtca gcctcatcct c 

<210> 39 
<211> 42 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 
<400> 39 

cttctctggc tgctgctgat accattcaat ggtgtacgta ct 

<210> 40 
<211> 26 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 
<400> 40 



2 0 0 0 




#^2 1 1-19 2 ^0 

cgagggccct tctctggctg ctgctg 26 

<210> 41 
<211> 35 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 41 

gagaagggcc ctargtacst gatgrawctt aagca 35 

<210> 42 
<211> 35 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 42 

cacgaattca ctatcgattc tggaaccttc agagg 35 

<210> 43 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
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18 
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<220> 

<223> Synthetic DNA 
<400> 43 

ggcttggagc tcctcaga 

<210> 44 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 44 

gacagtggtt caaagttttt 

<210> 45 
<211> 118 
<212> PRT 

<213> Mus nusculus 

<400> 45 

Gin Leu Val Leu Thr Gin Ser Ser Ser Ala Ser Phe Ser Leu Gly Ala 

1 5 10 15 

Ser Ala Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

lie Glu Trp Tyr Gin Gin Gin Pro Leu Lys Pro Pro Lys Tyr Val Met 
35 40 45 

7 8 miE^2 0 0 0 



20 




1 1-19 2 ^fcO 



Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly He Pro Asp 

50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Asp Arg Tyr Leu Ser He Ser 
65 70 75 80 

Asn He Gin Pro Glu Asp Glu Ala Met Tyr He Cys Gly Val Gly Asp 

85 90 95 

Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Val 

100 105 110 

Thr Val Leu Gly Gin Pro 
% 115 

<210> 46 
<211> 118 
<212> PRT 

<213> Mus nusculus 

<400> 46 

Glu Val Gin Leu Val Glu Ser Gly Gly Asp Leu Val Lys Pro Gly Gly 
15 10 15 

^ Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr 

20 25 30 

Gly Met Ser Trp He Arg Gin Thr Pro Asp Lys Arg Leu Glu Trp Val 

35 40 45 

Ala Thr lie Ser Ser Gly Gly Ser Tyr Thr Tyr Tyr Pro Asp Ser Val 

50 55 60 

Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn Thr Leu Tyr 
65 70 75 80 

Leu Gin Met Ser Ser Leu Lys Ser Glu Asp Thr Ala Met Phe Tyr Cys 



85 



90 



95 



ffi$E#2 000-306249 
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Ala Arg Gin Thr Thr Met Thr Tyr Phe Ala Tyr Tr P Gly Gin Gly Thr 

100 105 HO 

Leu Val Thr Val Ser Ala 
115 

<210> 47 
<211> 116 
<212> PRT 

<213> Hcmo sapiens 

<400> 47 

Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala 

1 5 10 15 

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

He Glu Trp His Gin Gin Gin Pro Glu Lys Gly Pro Arg Tyr Leu Met 

35 40 45 

Lys Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly He Pro Asp 

50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu Thr He Ser 
65 70 75 80 

Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gly Val Gly Asp 

85 90 95 

Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Leu 

100 105 HO 

Thr Val Leu Gly 
115 



8 O 
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<210> 48 
<211> 118 
<212> PRT 

<213> Hobo sapiens 
<400> 48 

Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala 

15 10 15 

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Lys Tyr Leu Met 

35 40 45 

Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly He Pro Asp 

50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu Thr lie Ser 
65 70 75 80 

Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gly Val Gly Asp 

85 90 95 

Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Leu 

100 105 HO 

Thr Val Leu Gly Gin Pro 
115 

<210> 49 
<211> 118 
<212> PRT 

<213> Hobo sapiens 
<400> 49 



ffifE#2 000-306245 
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Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala 

1 5 10 15 

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Lys Tyr Val Met 

35 40 45 

Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly He Pro Asp 

50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu Thr He Ser 
65 70 75 80 

Ser Leu Gin Ser Glu Asp Glu Ala As P Tyr Tyr Cys Gly Val Gly Asp 

85 90 95 

Thr lie Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Leu 

100 105 HO 

Thr Val Leu Gly Gin Pro 



<210> 50 
<211> 118 
<212> PRT 

<213> Ho«o sapiens 
<400> 50 

Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala 

15 10 I 5 

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Arg Tyr Leu Met 
35 40 45 



115 



8 2 
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Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly He Pro Asp 

50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu Thr lie Ser 
65 70 75 80 

Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gly Val Gly Asp 

85 90 95 

Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Leu 

100 105 110 

Thr Val Leu Gly Gin Pro 
115 

<210> 51 
<211> 118 
<212> PRT 

<213> Hobo sapiens 
<400> 51 

Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala 

15 10 15 

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

lie Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Arg Tyr Val Met 

35 40 45 

Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly He Pro Asp 

50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu Thr He Ser 
65 70 75 80 

Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gly Val Gly Asp 
85 90 95 
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Thr lie Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Leu 

100 105 HO 

Thr Val Leu Gly Gin Pro 
115 

<210> 52 
<211> 118 
<212> PRT 

<213> Hobo sapiens 

<400> 52 

Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala 

1 5 10 I 5 

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

He Glu Tr P Tyr Gin Gin Gin Pro Glu Lys Gly Pro Lys Tyr Leu Met 

35 40 45 

Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly He Pro Asp 

50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu Thr He Ser 
65 70 75 80 

Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr lie Cys Gly Val Gly Asp 

85 90 95 

Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Leu 

100 105 11° 

Thr Val Leu Gly Gin Pro 
115 

<210> 53 



8 4 



fflSE*S 2 0 0 0 
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m 




<211> 118 
<212> PRT 

<213> Hobo sapiens 
<400> 53 

Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala 

15 10 15 

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Arg Tyr Leu Met 

35 40 45 

Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly He Pro Asp 

50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu Thr lie Ser 
65 70 75 80 

Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr lie Cys Gly Val Gly Asp 

85 90 95 

Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Leu 

100 105 110 

Thr Val Leu Gly Gin Pro 
115 



<210> 54 
<211> 118 
<212> PRT 

<213> Hobo sapiens 



<400> 54 

Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala 
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m 

15 10 15 

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

lie Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Lys Tyr Val Met 

35 40 45 

Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly He Pro Asp 

50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu Thr lie Ser 
65 70 75 80 

Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr lie Cys Gly Val Gly Asp 

85 90 95 

Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Leu 

100 105 11° 

Thr Val Leu Gly Gin Pro 
115 



<210> 55 
<211> 118 
<212> PRT 

<213> Hobo sapiens 



<400> 55 

Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala 

1 5 10 15 

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Arg Tyr Val Met 

35 40 45 

Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly He Pro Asp 

8 6 fflS£*l 2 0 0 0 
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50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu Thr lie Ser 
65 70 75 80 

Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr lie Cys Gly Val Gly Asp 

85 90 95 

Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Leu 

100 105 HO 

Thr Val Leu Gly Gin Pro 
115 

<210> 56 
<211> 118 
<212> PRT 

<213> Homo sapiens 
<400> 56 

Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin Pro Gly Arg 

15 10 15 

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr 

20 25 30 

Gly Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val 

35 40 45 

Ala Thr He Ser Ser Gly Gly Ser Tyr Thr Tyr Tyr Pro Asp Ser Val 

50 55 60 

Lys Gly Arg Phe Thr lie Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr 
65 70 75 80 

Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys 

85 90 95 

Ala Arg Gin Thr Thr Met Thr Tyr Phe Ala Tyr Trp Gly Gin Gly Thr 



8 7 ItiU&Z O 0 O - 3 O 6 2 4 i 




100 

Leu Val Thr Val Ser Ser 

115 



11 — 192270 



105 



110 



<210> 57 
<211> 411 
<212> DNA 

<213> Mus musculus 



<220> 

CDS 

<222> (1)..(411) 



<220> 

<221> «at_peptide 
<222> (58).. (411) 



<400> 57 
atg aac ttc 
Met Asn Phe 

gtc cag tgt 
Val Gin Cys 
-1 

cct gga ggg 
Pro Gly Gly 
15 

agt age tat 
Ser Ser Tyr 



ggg etc age 
Gly Leu Ser 

-15 
gag gtg caa 
Glu Val Gin 
1 

tec ctg aaa 
Ser Leu Lys 

ggc atg tct 
Gly Met Ser 



ttg att ttc ctt gee etc att tta aaa ggt 
Leu He Phe Leu Ala Leu lie Leu Lys Gly 

-10 -5 
ctg gtg gag tct ggg gga gac tta gtg aag 
Leu Val Glu Ser Gly Gly Asp Leu Val Lys 

5 10 
etc tec tgt gca gee tct gga ttc act ttc 
Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 
20 25 
tgg att cgc cag act cca gac aag agg ctg 
Trp lie Arg Gin Thr Pro Asp Lys Arg Leu 



48 



96 



144 



192 



8 8 



ffiE#2 0 0 0- 




1 1-19 2 



30 35 40 45 

gag tgg gtc gca acc att agt agt ggt ggt agt tac acc tac tat cca 
Glu Trp Val Ala Thr lie Ser Ser Gly Gly Ser Tyr Thr Tyr Tyr Pro 

50 55 60 

gac agt gtg aag ggg cga ttc acc ate tec aga gac aat gec aag aac 
Asp Ser Val Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn 

65 70 75 

acc eta tac ctg caa atg age agt ctg aag tct gag gac aca gec atg 
Thr Leu Tyr Leu Gin Met Ser Ser Leu Lys Ser Glu Asp Thr Ala Met 

80 85 90 

ttt tac tgt gca aga cag act act atg act tac ttt get tac tgg ggc 
Phe Tyr Cys Ala Arg Gin Thr Thr Met Thr Tyr Phe Ala Tyr Trp Gly 

95 100 105 

caa ggg act ctg gtc act gtc tct gca 
Gin Gly Thr Leu Val Thr Val Ser Ala 
110 H5 



240 



288 



336 



384 



411 



<210> 58 
<211> 411 
<212> DNA 

<213> Hobo sapiens 



<220> 

<221> CDS 

<222> (1)..(411) 



<220> 

<221> «at_peptide 
<222> (58).. (411) 



ffilE#2 000-30624* 




11-192270 



96 



144 



192 



240 



<400> 58 

atg ggg ttt ggg ctg age tgg gtt ttc etc gtt get ctt tta aga ggt 48 
Met Gly Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arg Gly 

-15 -10 -5 

gtc cag tgt cag gtg cag ctg gtg gag tct ggg gga ggc gtg gtc cag 
Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

-11 5 10 

cct ggg agg tec ctg aga etc tec tgt gca gee tct gga ttc ace ttc 
Pro Gly Arg Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

15 20 25 

agt age tat ggc atg tct tgg gtc cgc cag get cca ggc aag ggg ctg 
Ser Ser Tyr Gly Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu 
30 35 40 45 

gag tgg gtg gca ace att agt agt ggt ggt agt tac acc tac tat cca 
Glu Trp Val Ala Thr He Ser Ser Gly Gly Ser Tyr Thr Tyr Tyr Pro 

50 55 60 

gac agt gtg aag ggg cga ttc acc ate tec aga gac aat tec aag aac 
Asp Ser Val Lys Gly Arg Phe Thr lie Ser Arg Asp Asn Ser Lys Asn 

65 70 75 

acg ctg tat ctg caa atg aac age ctg aga get gag gac acg get gtg 
Thr Leu Tyr Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val 

80 85 90 

tat tac tgt gcg aga cag act act atg act tac ttt get tac tgg ggc 
Tyr Tyr Cys Ala Arg Gin Thr Thr Met Thr Tyr Phe Ala Tyr Trp Gly 

95 100 105 

cag gga acc ctg gtc acc gtc tec tea 
Gin Gly Thr Leu Val Thr Val Ser Ser 
110 115 



288 



336 



384 



411 



ffi5E# 2 0 0 0 




<210> 59 
<211> 11 
<212> PRT 

<213> Hobo sapiens 



<400> 59 

Lys Ala Ser Gin Asp Val Asn Thr Ala Val Ala 
15 10 

<210> 60 
<211> 7 
<212> PRT 

<213> Hobo sapiens 
<400> 60 

Ser Ala Ser Asn Arg Tyr Thr 

1 5 

<210> 61 
<211> 9 
<212> PRT 

<213> Hobo sapiens 
<400> 61 

Gin Gin His Tyr Ser Thr Pro Phe Thr 

1 5 

<210> 62 

9 1 ffiS#20 0 0-3 0 6 24 9 6 



m ¥ 1 1-192270 




<211> 5 
<212> PRT 

<213> Hobo sapiens 



<400> 62 

Pro Tyr Trp Met Gin 

1 5 



<210> 63 
0 <211> 16 
<212> PPvT 

<213> Hobo sapiens 



<400> 63 

Ser He Phe Gly Asp Gly Asp Thr Arg Tyr Ser Gin Lys Phe Lys Gly 
1 5 10 15 



<210> 64 
<211> 11 
<212> PRT 

<213> Hobo sapiens 



<400> 64 

Gly Leu Arg Arg Gly Gly Tyr Tyr Phe Asp Tyr 

1 5 10 



<210> 65 
<211> 411 
<212> DNA 



miiE^2 000-30624 



i 1-19 2 




<213> Mus musculus 



<220> 

<221> CDS 

<222> (1)..(411) 



<220> 

<221> aatjeptide 
<222> (58).. (411) 

<400> 65 

atg gcc tgg act cct etc ttc ttc ttc ttt gtt ctt cat tgc tea ggt 
Met Ala Trp Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 

-15 -10 "5 

tct ttc tec caa ctt gtg etc act cag tea tct tea gcc tct ttc tec 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Ser Ser Ala Ser Phe Ser 

-11 5 10 

ctg gga gcc tea gca aaa etc acg tgc ace ttg agt agt cag cac agt 
Leu Gly Ala Ser Ala Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 

15 20 25 

acg tac ace att gaa tgg tat cag caa cag cca etc aag cct cct aag 
Thr Tyr Thr He Glu Trp Tyr Gin Gin Gin Pro Leu Lys Pro Pro Lys 
30 35 40 45 

tat gtg atg gat ctt aag caa gat gga age cac age aca ggt gat ggg 
Tyr Val Met Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 

50 55 60 

att cct gat cgc ttc tct gga tec age tct ggt get gat cgc tac ctt 
He Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Asp Arg Tyr Leu 
65 70 75 



48 



96 



144 



192 



240 



288 



fflfE43 2 000-30624S 




1 1 - 1 9 2 2 7 0 



age att tec aac ate cag eea gaa gat gaa gea atg tac ate tgt ggt 
Ser lie Ser Asn lie Gin Pro Glu Asp Glu Ala Met Tyr lie Cys Gly 

80 85 90 

gtg ggt gat aca att aag gaa caa ttt gtg tat gtt ttc ggc ggt ggg 
Val Gly Asp Thr lie Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly 

95 100 105 

acc aag gtc act gtc eta ggt cag ccc 
Thr Lys Val Thr Val Leu Gly Gin Pro 
110 H5 



336 



384 



411 



<210> 66 
<211> 411 
<212> DNA 

<213> Hobo sapiens 

<220> 

<221> CDS 

<222> (1)..(411) 

<220> 

<221> «at_peptide 
<222> (58).. (411) 



<400> 66 

atg gec tgg act cct etc ttc ttc ttc ttt gtt ctt cat tge tea ggt 
Met Ala Tr P Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 

-15 -10 " 5 

tct ttc tec cag ctt gtg ctg act caa teg ccc tct gee tct gec tec 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser 



48 



96 



9 4 



mtE4$ 2000-30624 




11-19 2 



-11 5 10 

ctg gga gcc teg gtc aag etc ace tgc ace ttg agt agt cag cac agt 
Leu Gly Ala Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 

15 20 25 

acg tac ace att gaa tgg cat cag cag cag cca gag aag ggc cct egg 
Thr Tyr Thr He Glu Trp His Gin Gin Gin Pro Glu Lys Gly Pro Arg 
30 35 40 45 

tac ttg atg aaa ctt aag caa gat gga age cac age aca ggt gat ggg 
Tyr Leu Met Lys Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 

50 55 60 

att cct gat cgc ttc tea ggc tec age tct ggg get gag cgc tac etc 
He Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu 

65 70 75 

acc ate tec age etc cag tct gag gat gag get gac tat tac tgt ggt 
Thr He Ser Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gly 

80 85 90 

gtg ggt gat aca att aag gaa caa ttt gtg tac gtg ttc ggc gga ggg 
Val Gly Asp Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly 

95 100 105 

acc aaa ctg acc gtc eta ggt cag ccc 
Thr Lys Leu Thr Val Leu Gly Gin Pro 
110 H5 



144 



192 



240 



288 



336 



384 



411 



<210> 67 
<211> 411 
<212> DNA 

<213> Homo sapiens 



<220> 



ffi|E#2 000-306249 




i 1 — 192270 



<221> CDS 

<222> (1)..(411) 



<220> 

<221> «at_peptide 
<222> (58).. (411) 



96 



<400> 67 

atg sec tgg act cot etc ttc ttc ttc ttt gtt ctt cat tgc tea ggt 48 
Met Ala Trp Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 

-15 " AU 
tct ttc tec cag ctt gtg ctg act caa teg ccc tct gee tct gee tec 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser 

-11 5 io 

ctg gga gee teg gtc aag etc ace tgc acc ttg agt agt cag cac agt 
Leu Gly Ala Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 



144 



15 



20 25 



acg tac acc att gaa tgg tat cag cag cag cca gag aag ggc cct aag 
Thr Tyr Thr He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Lys 

30 

tac ctg atg gat ctt aag caa gat gga age cac age aea ggt gat ggg 
Tyr Leu Met Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 



55 60 



att cct gat cgc ttc tea ggc tec age tct ggg get gag cgc tac etc 
lie Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu 



65 



70 75 



192 



240 



288 



336 



Thr Ile Ser Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gly 
80 85 90 

9 6 miatft20oo 



1 1 — 19 2 2 




gtg ggt gat aca att aag gaa caa ttt gtg tac gtg ttc ggc gga ggg 384 
Val Gly Asp Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly 

95 100 105 

acc aaa ctg acc gtc eta ggc cag ccc 41 1 

Thr Lys Leu Thr Val Leu Gly Gin Pro 
110 H5 

<210> 68 
<211> 411 
<212> DNA 

<213> Hobo sapiens 

<220> 

<221> CDS 

<222> (1)..(411) 

<220> 

<221> «at_peptide 
<222> (58).. (411) 



<400> 68 

atg gec tgg act cct etc ttc ttc ttc ttt gtt ctt cat tgc tea ggt 
Met Ala Trp Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 

-15 -10 "5 

tct ttc tec cag ctt gtg ctg act caa teg ccc tct gec tct gec tec 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser 

-11 5 10 

ctg gga gec teg gtc aag etc acc tgc acc ttg agt agt cag cac agt 
Leu Gly Ala Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 



48 



96 



144 



9 7 ffi|E^2 0 0 0- 3 0 6 24 9 




1 1-19 2 2 7 0 

15 20 25 

acg tac acc att gaa tgg tat cag cag cag cca gag aag ggc cct aag 
Thr Tyr Thr lie Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Lys 



30 



35 40 45 



tac gtg atg gat ctt aag caa gat gga age cac age aca ggt gat ggg 
Tyr Val Met Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 

50 55 60 

att cct gat cgc ttc tea ggc tec age tct ggg get gag cgc tac etc 
He Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu 

65 70 75 

ace ate tec age etc cag tct gag gat gag get gac tat tac tgt ggt 
Thr He Ser Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gly 

80 85 90 

gtg ggt gat aca att aag gaa caa ttt gtg tac gtg ttc ggc gga ggg 
Val Gly Asp Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly 

95 100 105 

acc aaa ctg acc gtc eta ggc cag ccc 
Thr Lys Leu Thr Val Leu Gly Gin Pro 
110 H5 



<210> 69 
<211> 411 
<212> DNA 

<213> Hobo sapiens 



192 



240 



288 



336 



384 



411 



<220> 

<221> CDS 

<222> (1)..(411) 



2000-3062491 




1 1-19 2 ^0 



<220> 

<221> mat_peptide 
<222> (58).. (411) 

<400> 69 

atg gcc tgg act cct etc ttc ttc ttc ttt gtt ctt cat tgc tea ggt 
Met Ala Trp Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 

-15 -10 "5 

tct ttc tec cag ctt gtg ctg act caa teg ccc tct gcc tct gcc tec 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser 

-11 5 10 

ctg gga gcc teg gtc aag etc ace tgc acc ttg agt agt cag cac agt 
Leu Gly Ala Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 

15 20 25 

acg tac acc att gaa tgg tat cag cag cag cca gag aag ggc cct agg 
Thr Tyr Thr lie Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Arg 
30 35 40 45 

tac ctg atg gat ctt aag caa gat gga age cac age aca ggt gat ggg 
Tyr Leu Met Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 

50 55 60 

att cct gat cgc ttc tea ggc tec age tct ggg get gag cgc tac etc 
lie Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu 

65 70 75 

acc ate tec age etc cag tct gag gat gag get gac tat tac tgt ggt 
Thr He Ser Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gly 

80 85 90 

gtg ggt gat aca att aag gaa caa ttt gtg tac gtg ttc ggc gga ggg 
Val Gly Asp Thr lie Lys Glu Gin phe Val Tyr Val Phe Gly Gly Gly 
95 100 105 



48 



96 



144 



192 



240 



288 



336 



384 



mH#2 000-30624S 



1-192270 




acc aaa ctg acc gtc eta ggc cag ccc 
Thr Lys Leu Thr Val Leu Gly Gin Pro 
110 H5 



411 



<210> 70 
<211> 411 
<212> DNA 

<213> Hobo sapiens 



0 <220> 

<222> (1)..(411) 



<220> 

<221> aatpeptide 
<222> (58).. (411) 



<400> 70 

atg gec tgg act cct etc ttc ttc ttc ttt gtt ctt cat tgc tea ggt 
Met Ala Trp Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 

-15 -10 "5 

tct ttc tec cag ctt gtg ctg act caa teg ccc tct gee tct gee tec 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser 

-11 5 10 

ctg gga gec teg gtc aag etc acc tgc acc ttg agt agt cag cac agt 
Leu Gly Ala Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 

15 20 25 

acg tac acc att gaa tgg tat cag cag cag cca gag aag ggc cct agg 
Thr Tyr Thr He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Arg 



48 



96 



144 



192 



10 0 



miE#2 0 0 0 




# 11 — 19227 



30 35 40 45 

tac gtg atg gat ctt aag caa gat gga age cac age aca ggt gat ggg 240 
Tyr Val Met Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 

50 55 60 

att cct gat cgc ttc tea ggc tec age tct ggg get gag cgc tac etc 288 
He Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu 

65 70 75 

acc ate tec age etc cag tct gag gat gag get gac tat tac tgt ggt 336 
Thr lie Ser Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gly 

80 85 90 

gtg ggt gat aca att aag gaa caa ttt gtg tac gtg ttc ggc gga ggg 384 
Val Gly Asp Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly 

95 100 105 

acc aaa ctg acc gtc eta ggc cag ccc 
Thr Lys Leu Thr Val Leu Gly Gin Pro 
110 115 



411 



<210> 71 
<211> 411 
<212> DNA 

<213> Ho«o sapiens 



<220> 

<221> CDS 

<222> (1)..(411) 



<220> 

<221> Bat_peptide 

<222> (58).. (411) 



10 1 ffiil*! 2000-3062496 



(ft^L i 1-192270 




<400> 71 

atg gcc tgg act cct etc ttc ttc ttc ttt gtt ctt cat tgc tea ggt 
Met Ala Trp Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 

-15 -10 " 5 

tct ttc tec cag ctt gtg ctg act caa teg ccc tct gcc tct gee tec 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser 

-11 5 10 

ctg gga gcc teg gtc aag etc acc tgc ace ttg agt agt cag cac agt 
Leu Gly Ala Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 

15 20 25 

acg tac acc att gaa tgg tat cag cag cag cca gag aag ggc cct aag 
Thr Tyr Thr lie Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Lys 
30 35 40 45 

tac ctg atg gat ctt aag caa gat gga age cac age aca ggt gat ggg 
Tyr Leu Met Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 

50 55 60 

att cct gat cgc ttc tea ggc tec age tct ggg get gag cgc tac etc 
lie Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu 

65 70 75 

acc ate tec age etc cag tct gag gat gag get gac tat ate tgt ggt 
Thr lie Ser Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr lie Cys Gly 

80 85 90 

gtg ggt gat aca att aag gaa caa ttt gtg tac gtg ttc ggc gga ggg 
Val Gly Asp Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly 

95 100 105 

acc aaa ctg acc gtc eta ggc cag ccc 
Thr Lys Leu Thr Val Leu Gly Gin Pro 
110 H5 



48 



96 



144 



192 



240 



288 



336 



384 



411 



1 o 2 ffitl4f 2000-3062496 



^ 1 - 1 9 2 2 7^ 




<210> 72 
<211> 411 
<212> DNA 

<213> Hobo sapiens 

<220> 

<221> CDS 

<222> (1) . . (411) 

<220> 

<221> Batjeptide 
<222> (58).. (411) 

<400> 72 

atg gcc tgg act cct etc ttc ttc ttc ttt gtt ctt cat tgc tea ggt 
Met Ala Trp Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 

-15 -10 "5 

tct ttc tec cag ctt gtg ctg act caa teg ccc tct gcc tct gcc tec 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser 

-11 5 10 

ctg gga gcc teg gtc aag etc ace tgc ace ttg agt agt cag cac agt 
Leu Gly Ala Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 

15 20 25 

acg tac acc att gaa tgg tat cag cag cag cca gag aag ggc cct agg 
Thr Tyr Thr lie Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Arg 
30 35 40 45 

tac ctg atg gat ctt aag caa gat gga age cac age aca ggt gat ggg 
Tyr Leu Met Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 



48 



96 



144 



192 



240 



103 mSE^ 2 0 0 0 - 3 0 6 2 4 9 6 




288 



336 



384 



411 



11-192270 

50 55 60 

att cct gat cgc ttc tea ggc tec age tct ggg get gag cgc tac etc 
He Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu 

65 70 75 

ace ate tec age etc cag tct gag gat gag get gac tat ate tgt ggt 
Thr He Ser Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr lie Cys Gly 

80 85 90 

gtg ggt gat aca att aag gaa caa ttt gtg tac gtg ttc ggc gga ggg 
Val Gly Asp Thr lie Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly 

g 5 100 105 

acc aaa ctg acc gtc eta ggc cag ccc 
Thr Lys Leu Thr Val Leu Gly Gin Pro 
110 H5 

<210> 73 
<211> 411 
<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(411) 

<220> 

<221> «at_peptide 

<222> (58).. (411) 



<400> 73 

atg gec tgg act cct etc ttc ttc ttc ttt gtt ctt cat tgc tea ggt 48 



104 ffiH*r$2 0 0 0 - 3 0 6 2 4 9 6 




n-192 



Met Ala Trp Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 

-15 -10 -5 

tct ttc tec cag ctt gtg ctg act caa teg ccc tct gec tct gec tec 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser 

-11 5 10 

ctg gga gec teg gtc aag etc acc tgc acc ttg agt agt cag cac agt 
Leu Gly Ala Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 

15 20 25 

acg tac acc att gaa tgg tat cag cag cag cca gag aag ggc cct aag 
Thr Tyr Thr lie Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Lys 
30 35 40 45 

tac gtg atg gat ctt aag caa gat gga age cac age aca ggt gat ggg 
Tyr Val Met Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 

50 55 60 

att cct gat cgc ttc tea ggc tec age tct ggg get gag cgc tac etc 
He Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu 

65 70 75 

acc ate tec age etc cag tct gag gat gag get gac tat ate tgt ggt 
Thr He Ser Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr He Cys Gly 

80 85 90 

gtg ggt gat aca att aag gaa caa ttt gtg tac gtg ttc ggc gga ggg 
Val Gly Asp Thr lie Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly 

95 100 105 

acc aaa ctg acc gtc eta ggc cag ccc 
Thr Lys Leu Thr Val Leu Gly Gin Pro 
110 H5 



96 



144 



192 



240 



288 



336 



384 



411 



<210> 74 
<211> 411 



10 5 



ffi$E#2 0 0 0-3 0 6 2 4 ? 




Qtf. 1 1-192270 



<212> DNA 
<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(411) 

<220> 

<221> mat_peptide 
<222> (58).. (411) 

<400> 74 

atg gcc tgg act cct etc ttc ttc ttc ttt gtt ctt cat tgc tea ggt 
Met Ala Tr P Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 

-15 -10 _5 

tct ttc tec cag ctt gtg ctg act caa teg ccc tct gcc tct gcc tec 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser 

-11 5 10 

ctg gga gcc teg gtc aag etc ace tgc ace ttg agt agt cag cac agt 
Leu Gly Ala Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 

15 20 25 

acg tac ace att gaa tgg tat cag cag cag cca gag aag ggc cct agg 
Thr Tyr Thr lie Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Arg 
30 35 40 45 

tac gtg atg gat ctt aag caa gat gga age cac age aca ggt gat ggg 
Tyr Val Met Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 

50 55 60 

att cct gat cgc ttc tea ggc tec age tct ggg get gag cgc tac etc 
He Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu 



48 



96 



144 



192 



240 



OQQ 



! o 6 &U<& 2000-306249 




4f ¥ 1 1-19227 



65 70 75 

acc ate tec age etc cag tct gag gat gag get gac tat ate tgt ggt 
Thr He Ser Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr lie Cys Gly 

80 85 90 

gtg ggt gat aca att aag gaa caa ttt gtg tac gtg ttc ggc gga ggg 
Val Gly Asp Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly 

95 100 105 

acc aaa ctg acc gtc eta ggc cag ccc 
Thr Lys Leu Thr Val Leu Gly Gin Pro 
110 115 



336 



384 



411 



<210> 75 
<211> 34 
<212> PRT 

<213> Homo sapiens 



<400> 75 

Ala Val Ser Glu His Gin Leu Leu His Asp Lys Gly Lys Ser He Gin 

15 10 15 

Asp Leu Arg Arg Arg Phe Phe Leu His His Leu He Ala Glu He His 

20 25 30 

Thr Ala 

[0 15 4] 

BS#I#-i§- 1 : £-J&DNA 

2 : -£j£DNA 
KJIJtt 3 : £-£&DNA 
ffi#J«4 : -a-^DNA 

5 : 1§r J&DNA 



10 7 
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1 1-192270 



7 : -g-J&DNA 
BB#J## 8 : -r^DNA 
BB#!## 9 : "nfi^DNA 
g2?!J#^10 : -pjfiScDNA 
I2^J#^11 : -&J&DNA 
IB#|##12 : "ofi^DNA 
: -&J&DNA 
gH#I#-J§14 : ^J&DNA 
«E^J#-^15 : J aJ?5cDNA 
g2^J#"^16 : "nf&DNA 
gH^I#-^17 : -&/&DNA 
HB^J#-^18 : pjfifcDNA 
SB^J#-^19 : -&J&DNA 
BS^J#-^20 : -£j&DNA 
gJ^IJ#-^21 : £-J&DNA 
Be^J#-^22 : ^r^DNA 
gE3 ?I J#-^23 : -&J&DNA 
ffi^ll##24 : -R-fi^DNA 
ie^J##25 : £-f£DNA 
BB#J##26 : £-j£DNA 
®2#l##27 : I^J&DNA 
BH^!J#-^28 : llrf&DNA 
SH^J##29 : £f&DNA 
BB^J#-^30 : -&J&DNA 
: £rf&DNA 
^#-^32 : £j&DNA 
gg^J§#33 : -£f£DNA 
g2^J#"^34 : -&J&DNA 
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BB#I##37 : ^f&DNA 
B2#J#-if 38 : -pj JEtScDNA 
gB#I##39 : -r^DNA 
gH#J#-5f 40 : -£j&DNA 
g2#J##41 : -^EfcDNA 
Be^J#-^42 : -£f&DNA 
B2^J#-^43 : -r^cDNA 
BB^J##44 : -£f&DNA 

[01] 
[02] 
[03] 
[04] 
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4f ^ 1 1 - 1 9 2 2 7 0 



[01] 



V 



3.5 n 



3 - 



2.5 - _ 



2 - 



1.5 - 




Tl/>Ho^— b 2. 5ng/kg 
+ k hg-fc£t#: 3«gAg 

7l/>h'n^-h 2.5«g/kg 
+ TUVPn^-h 2.5 «g/kg 



[H2] 



300 -i 



250 - 



M 200 ' 

150 -I 



100 





— i — 
10 



15 



— r~ 
20 



— i 
25 



7W>KD*-h 2.5«g/kg 
+ k hSft#t# 3«g/kg 

7U>Fn*-h 2.5«g/kg 
+ 7W>Hn^-h 2.S«g/kg 



1 



miE^F2 0 0 0 
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[03] 



o 
E 
E 

m 
m 

< 

A 

V 
■B- 

m 



3-i 



2.5- 



1.5- 




/J ^-A-A-A-A- A -A— — A 



T" 

5 



10 



•o- **bbs 



3L)Vto h—> 10U/kg 
+ t hSMbtfti* 3mg/kg 

x;Wj h— > lOU/kg 
+PBS 



[04] 



300-1 



250- 



200- 



150- 



100 



C3> 

m 




— i — 
10 



XJW* h— > 1 0U/kg 
+ t hSMttaf* 3mg/kg 



-A— x^*h— >10U/kg 
+PBS 

A- je#» 
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